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Gentran 


SOLUTION 


an effective, proven plasma 
volume expander for use 


in the treatment of shock 


Gentran is a clinically effective and 
notably safe plasma volume expander 
designed for the prevention and treat- 

ment of shock due to hemorrhage, burns, 

; surgical procedures, and other conditions. 
Prepared for intravenous infusion, it is a 
sterile, nonpyrogenic 6% w/v solution of 
dextran in saline. 

. .. does not interfere with typing or 
cross-matching . . . requires no refrigera- 
tion... is liquid at ordinary temperatures 
...«vailable to your hospital... 500 cc. 
containers . . . easily administered with Strade name 
standard Plexitron solution set... 


products of 


BAXTER LABORATORIES, INC. 


Morton Grove, Illinois * Cleveland, Mississippi 


DISTRIBUTED AND AVAILABLE ONLY IN THE 37 STATES EAST OF THE ROCKIES (except in the city of El Paso, Texas) THROUGH 


AMERICAN HOSPITAL SUPPLY CORPORATION 


GENERAL OFFICES + EVANSTON, ILLINOIS 
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absorbable 


hemostat: 


Available in a large variety of 

sizes and forms, including: 

Surgical sponges 

Compressed surgical sponges 

Dental packs 

Gynecologic packs 

Nasal packs Trademark Keg. U.S. Pat. Off. BRAND OF ABSORBABLE GELATIN SPONGE 
Prostatectomy cones 

Tumor diagnosis kit 


The Upjohn Company, Kalamazoo, Michigan 
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Gross on The Surgery of 
Infancy and Childhood 


Dr. Gross paints a brilliantly clear picture of surgical practice at the Boston Children’s 
Hospital as he gives a complete presentation of the management of general surgical 
disorders in children. All common abdominal operations plus cardiac surgery and 
other operations within the thorax; genitourinary surgery; thyroglossal cysts and 
fistulas and so forth are covered. Every fact and every bit of information you might 
want is provided — etiology, incidence, diagnosis, criteria for operation, preoperative 
care, anesthesia, operative technic and postoperative care. 


By Roserr E. Gross, M.D., William E. Ladd Professor of Children’s Surgery, Harvard Medical 
School; Chief of Surgical Service, Children’s Hospital, Boston. 1000 pages, 7’’ x 10’’, with 1488 
illustrations on 567 figures. $16.00. New! 


Dunphy and Botsford’s Cattell and Warren's 
Physical Examination of Surgery of the Pancreas 
the Surgical Patient By Ricwarp B. Carrecr, M.D., and Kennern W. 


ee arren, M.D., Surgeons: Lahey Clinic, New England 
By J. Enoresert Dunruy, M.D., Clinical Professor Baptist Hospital, New England Deaconess Hospital. 
of Surgery, Harvard Medical School; and Tuomas Foreword by Frank H. Lahey, M.D. 374 pages, 6” x 9,” 


. Botsrorp, M.D., Clinical Associate in Surgery, 100 illustrations. $10.00. New! 
Harvard Medical School. 326 pages, 6” x 9”, 188 illustra- 
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Banks and Laufman’s 
Parsons and Ulfelder’s Atlas of Surgical Exposures 
Atlas of Pelvic @perations of the Extremities 


By Lancvon Parsons, M.D., Professor of Gynecology, By Sam W. Banks, M.D., Associate Professor of Ortho- 


Boston University School of Medicine; and Howaap edic Surgery; and Harotp Laurman, M.D., Associate 
Utrecper, M.D., Assistant Clinical Professor in Gyae- rofessor of Surgery and Director of Experimental Sur- 
cology, Harvard Medical School. 250 pages, 14” x 11%" gery, Northwestern Golowslay Medical School. 391 pages, 
207 illustrations. New! —Ready in October! 8” x 11”, 552 illustrations. $15.00. New! 


W. B. SAUNDERS COMPANY 
West Washington Square Philadelphia 5, Pa. 


Send and charge to my account [_] 30 days [_] Easy Payment Plan ($3.00 per mo.) 
(-] Gross’ The Surgery of Infancy and Childhood ............... $16.00 
{_] Dunphy and Botsford’s Examination of the Surgical Patient.. 7.50 
(-] Cattell and Warren’s Surgery of the Pancreas ............... 10.00 
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ORALLY EFFECTIVE 


against staphylococci, streptococci and pneumococci— 
especially indicated when patients are allergic to other 
antibiotics or when the organism is resistant. 


A DRUG OF CHOICE 


against staphylococci—because of the high incidence of 
staphylococci resistant to other antibiotics. 


because it is less likely to alter normal intestinal flora 
than other antiiotics, except penicillin; gastrointestinal 
disturbances rare; no serious side effects reported. 


USE ERYTHROCIN 
in pharyngitis, tonsillitis, otitis media, sinusitis, bronchi- 
tis, scarlet fever, pneumonia, erysipelas, pyoderma and 


certain cases of osteomyelitis. 


DOSAGE 


average adult dose is two 100-mg. tablets every four to 
six hours. Specially-coated ERYTHROCIN 


tablets are available in bottles of 25 and 100. Obbrett 


ale, 
of» lrade Mark ERYTHROMYCIN, ABBOTT CRYSTALLINE 
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FREE 


EDUCATIONAL 
MATERIAL! 


Here is the latest list of booklets prepared by 
the makers of MODESS and designed to help you 
handle that delicate subject... menstrual hygiene. 


1. “Sally and Mary and Kate Wondered,” 
a simple introduction to the subject of menstrua- 
tion for pre-teen girls, is clearly and tactfully 
written. 
2. “Growing Up and Liking It,“ a brightly 
illustrated booklet for teen-age girls, discusses 
menstruation and offers helpful advice on health, 
poise and grooming. 
3. “It’s So Much Easier When You Know,” 
a booklet intended for fully matured girls, gives 
information about using tampons for sanitary 
protection. 
You may order as many booklets as you wish 
. absolutely free! Write Anne Shelby, Educa- 
tional Director, Personal Products Corp., Box 
5374-10, Milltown, N. J., or mail coupon below. 


Anne Shelby, Personal Products Corp. 
Box 5374-10, Milltown, N. J. 


Please send me free: 
|_| booklets “Sally and Mary and Kate Wondered” 
|_| booklets “Growing Up and Liking It’ 


|_|} booklets “It's So much Easier When You Know” 


Name 
Street 
City State 


(Offer good only in U.S.A.) 


(PLEASE PRINT) 
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Kroy Gelatin... 
useful protein supplement 
for th the growing child 


For Body 


Protein not only helps bee the machine of the 
growing child but is itself the machinery. An abun- 
dance of protein both for body growth as well as 
for blood, enzyme and hormone synthesis is a 
primary requirement in childhood. While carbo- 
hydrate and fat may be stored in the organism, 
protein must be taken in daily to maintain the 
structural mass of tissue. 


Abundant Energy 


The daily diet must contain the so-called essential 
amino acids as first shown by Osborne and 
Mendel!) and more precisely defined by Rose.‘?? 
Once the essential amino acids are furnished, the 
remaining ones may be taken in abundance from 
other protein sources to insure full growth and 
create abundant energy. 


Easy to Digest 
Knox Gelatine is an excellent protein supplement, 
easy to digest and administer, and non-allergenic. 
It may be prepared in a variety of ways from Knox 
Gelatine Drink to delicious salads and desserts. 


High Dynamic Action 


Gelatine in the . of gelatinized milk has been 
found a valuable protein supplement helpful in 
allergies, celiac disease, colic and to increase the 
digestibility of the milk formula.‘?) Its high spe- 
cific dynamic action'+) which spares essential 
amino acids and furnishes amino acids for the 
continuous dynamic exchange of nitrogen in the 
tissue‘) helps the child to maintain the normal 
body heat. Furthermore, it contains an abundance 
of important glycine and proline necessary for 
hemoglobin formation. 

1. Osborne, T. B. and Mendel, L. B., J. Biol. Chem. 17:325, 1914. 


2. Rose, W. C., Physiol. Rev. 18:109, 1938. 

3. Wolpe, Leon Z. and Silverstone, Paul C., J. Pediat. 21:635, 
1942. 

4. Lusk, G., J. Nutrition 3:519, 1931. Borsook, H., Biol. Rev. 
11:147, 1936. 

5. Schoenheimer, R., Ratner, S., and Rittenberg, D., J. Biol. 
Chem., 127:333, 1939 and 130:703, 1939. 


oS 1 send for brochures on diets of Diabetes, Coli- 
tis, Peptic Ulcer . . . Low Salt, Reducing, Liquid 

You wage and Soft Diets. 

KNOX GELATINE, JOHNSTOWN. Y. Derr, NE 


Available at grocery stores in 4-envelope family size 
ond 32. envelope economy size pockoges. 


KNOX GELATINE 


All Protein No Sugar 
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Per ce., 10 ce. multiple-dose vials; 
Ophthalmic Suspension ~Sterile, 0.5% and 2.5%, 


5 cc. dropper bottles, 


| 
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cetate (cortisone acet 
g) Tablets, 5 mg. and 25 ‘ 
( In Canada: Schering NEW JERSEY 
H ering Corporation, Ltd., Montreal 
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Here’s the most comprehensive 


x-ray supply catalog 


ever published ! 


No x-ray department can afford 
to be without General Electric’s 
new x-ray supply catalog. Every 
supply and accessory item you 
need is covered in an easy, 
straight-forward manner that 
simplifies ordering. 

And here are two unique con- 
veniences: Prices are printed 
alongside every listing — there's 
no need to bother with a separate 
price list. Bound-in postpaid or- 
der cards also save time — and 
postage. 

Ask your G-E x-ray representa- 
tive for this handy reference guide 
to your entire x-ray supply needs. 


GENERAL @@ ELECTRIC 


Direct Factory Branches: 
BOSTON — 1256 Soldier Field Road PROVIDENCE — 211 Manton Avenue 
SPRINGFIELD — 365 Belmont Avenue WORCESTER ~— 84 Lincoln Street 
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offers definite 


therapeutic 


advantages 


Hyprocortone 4 natural and prin- 
cipal anti-inflammatory adrenocortical 
steroid. 

Hyprocorrone ablets produce the same 
therapeutic results as cortisone, and in 
smaller dosage. 

Hyprocortone /ablets generally may be 
administered in a dosage two-thirds that of 


cortisone. 


4 


Hyprocortone recently were 
drastically reduced in price. Cost of therapy 


now is substantially the same as with 


cortisone, 
Literature on request 


Primary Sites of 
Pathology and Indications 


1. EYE—Inflammatory eye disease. 2, NOSE 
—Intractable hay fever. 3. LARYNX— 
Laryngeal edema (allergic). 4. BRONCHI 
—Intractable bronchial asthma, 5. LUNG 
—Sarcoidosis, 6. HEART—Acute rheumatic 
fever with carditis. 7, BONES, JOINTS, AND 
BURSAE—Osteoarthritis; Rheumatoid arth- 
ritis; Rheumatoid spondylitis; Acute gouty 
arthritis; Still's disease; Psoriatic arthritis; 
Bursitis. 8. SKIN AND CONNECTIVE TISSUE 
—Pemphigus; Disseminated lupus erythe- 
matosus; Scleroderma (early); Dermatomy- 
ositis; Atopic dermatitis; Exfoliative derma- 
titis; Dermatitis venenata (e.g., poison ivy); 
Dermatitis medicamentosa. 9. ADRENAL 
GLAND—Congenital adrenal hyperplasia; 
Addison’s disease, Following adrenalecto- 
my for hypertension, Cushing's syndrome, 
and neoplastic diseases. 10, BLOOD, BONE, 
AND MARROW — Allergic purpura; Acute 
leukemia* (lymphocytic or granulocytic); 
Chronic lymphatic leukemia.* 11. LYMPH 
NODES — Lymphosarcoma ;* Hodgkin's 
disease.* 12. ARTERIES AND CONNECTIVE 
TISSUE — Periarteritis nodosa (early). 13. 
KIDNEY — Nephrotic syndrome, without 
uremia (to induce withdrawal diuresis), 
14. VARIOUS TISSUES —Angioneurotic ede- 
ma; Serum sickness; Sarcoidosis; Drug 
sensitization; Waterhouse-Friderichsen 
syndrome. 

*Transient beneficial effects. 


MERCK CO., INC. 


Manufacturing Chemists 
RAHWAY, NEW JERSEY 


HyprocortTone ts the registered 
trade-mark of Merck & Co., Inc. 
for its brand of hydrocortisone. 


© Merck & Co., inc, 
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MODERATE 


EXCELLENT e000 


SEVERE 
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Better Control 
for More Diabetics 


Striking improvement is shown in 
the control of 1.281 carefully 
studied diabetic patients who were 
given NPH Hetin (Insulin, Lilly) 
for comparison with prior Insulin 
management. Of the 1.281 cases, 
DEGREE OF CONTROL 
Joe WETE classified as severe, brit- 
snile: 56? ate: 
tle, or juvenile 562 as moderate; 
and only 197 as mild. Although no 
single modification of Insulin can 
be expected to meet all the re- 
quirements for all patients, results 
with NPH Insulin appear to be as 
good as. or often far better than, 
those obtained by other means, 


Graphs reproduced from Diabetes, 
1:293, 1952. 


heli Lilly and Company 
Simplify diabetic management Indianapolis 6, Indiana, U.S.A, 


through improved time action, 
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DIFFERENTIATION OF HEMOPHILIA INTO TWO GROUPS* 


A Study of Thirty-Three Cases 


J. P. Soutrer, M.D.,f ano M. J. Larriev, M.D.f 


PARIS, 


REVIOUS articles! * have described a new test 
for the specific determination of antihemophilic 
factor that measures its effect on the recalcification 
time of a standard reagent plasma, prepared from 
the plasma of a typical patient with hemophilia and 
supplemented with heated platelet extracts. To 
evaluate the specificity of the new test we re- 
examined the bleeders previously considered to be 
hemophiliac by our laboratory. In each case the 
diagnosis had been based on the following data: 
the patient’s past hemorrhagic history, with or 
without typical familial transmission and such lab- 
oratory findings as prolonged clotting time, poor 
prothrombin consumption and correction of the 
clotting defect by a small amount of normal plasma. 
We first studied a series of 19 cases of assumed 
hemophilia. ‘To our surprise, the plasma of 1 patient 
reacted similarly to that of a normal person in our 
test system and was able to correct the clotting 
defect of the other hemophiliac patients. The 18 
patients giving similar results with our standard 
reagent were arbitrarily classified as hemophilige A, 
and the other | as hemophiliac B. From the plasma 
of the latter we prepared a hemophilic reagent B 
(HR-B) by the same procedure used for the prepara- 
tion of the standard hemophilic reagent A (HR-A). 
This article presents a study of 33 cases of hemo- 
philia with these new reagents. All the cases had 
previously been considered to be of one classic type 
(3 patients now have or have had a circulating 
anticoagulant). 
Metuops 


Test for Antihemophilic Factors 

Preparation of HR-A. ‘The blood from a patient 
with classic hemophilia is collected with dry sodium 
oxalate (final concentration 1.5 per 1000) in a 
chilled siliconed container. The blood is first centri- 
fuged at 2000 RPM (revolutions per minute) for 
twenty minutes. The supernatant plasma is de- 
canted and centrifuged at 4000 RPM for an hour 
at 1°C. in the international angle centrifuge and 

*From the Centre National de Transfusion Sanguine. 

tLaboratory chief, Centre National de Transfusion Sanguine. 


TResearch fellow, Institut National d’Hygiene and Centre National de 
Transfusion Sanguine. 


With the technical assistance of Miss O. Wartelle 


FRANCE 


then kept for twenty-four hours at 1°C. in the same 
container. The next day, the tube is centrifuged 
again twice at 4000 RPM for an hour at 1°C. 
Though having a normal Quick prothrombin time, 
this plasma is incoagulable upon addition of an 
optimal amount of calcium chloride. 

Preparation of HR-B. This reagent is prepared 
in the same manner, but from the blood of a hemo- 
philiac B (Case 16). 

Preparation of platelet factor (PF). Citrated 
human blood (final concentration of sodium citrate 
3.8 per LOOO) is centrifuged at 1800 RPM for five 
minutes. ‘The turbid plasma is decanted and re- 
centrifuged at 800 RPM for five minutes to separate 
the residual red and white cells. The supernatant 
platelet-rich plasma is centrifuged at 4000 RPM 
for an hour at 1°C. in the international angle centri- 
fuge. The sediment of platelets is suspended in a 
volume of distilled water equivalent to the original 
plasma and heated at 64°C. for thirty minutes. 
It is shaken vigorously for fifteen minutes, frozen 
and thawed twice to ensure a more homogeneous 
suspension. The final suspension is centrifuged at 
2000 RPM for five minutes to remove the insoluble 
material; the supernatant liquid constitutes the 
platelet factor. 

The reagents A and B as well as the PF are kept 
at —20°C. without any important modification of 
activity for several months. 

Technic of test. The plasma to be treated is diluted 
to 1:20 with a buffer of veronal acetate and hydro- 
chloric acid (Michaelis) at pH 7.35. The normal 
plasma is diluted in the same manner. Four reac- 
tions are carried simultaneously. The following 
results, for example, are the clotting times obtained 
in that system with a hemophiliac A: 


0.1 cc. HR-A + 0.2 cc. saline + 0.1 ce. CaCl2 (0.025 M)... 9% 

0.1 cc. HR-A + 0.1 cc. PF + 0.1 ce. saline + 0.1 cc. CaCl2... 
11 min. 

0.1 cc. HR-A + 0.1 cc. PF + 0.1 ce. normal§ + 0.1 ce. CaCl2 
...4 min. plasma 1:20 

0.1 cc. HR-A + 0.1 cc. PF + 0.1 cc. hemoph. + 0.1 cc. CaCl2 
... 10 min. plasma A 1:20 

$All normal! plasmas used were derived from a poe! of at least 5 norma! 

subjects. 
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The same reactions are repeated with the reagent 
B. WHemophiliac A plasma behaves like normal 
plasma with the HR-B. Hemophiliac B behaves 
like normal plasma with the HR-A. 


Other Methods 

Clotting time. The Lee and White technic was 
used to determine the clotting time. 

Heparin tolerance test in vitro and prothrombin 
consumption test. ‘These two technics are described 
elsewhere.*: 

Differential tests for proaccelerin, proconvertin and 
prothrombin. ‘The procedures are also described 
elsewhere.°® 

CurnicaL Data 

All the 33 patients studied were males with a 

hemorrhagic history typical of hemophilia. The 


Principal Characteris 


Famity CLorTTine Herari 
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less than ten seconds — controls more than one 
hundred and eighty seconds). One patient (Case 30) 
had a circulating anticoagulant, and 2 others (Cases 
31 and 32) had had an anticoagulant some months 
or years before, but it was no longer present. 

When these cases were studied by the new technics 
it became apparent that they fell into three distinct 
groups: 28 cases were considered to be hemophiliac A, 
4 cases hemophiliac B and 1 case hemophiliac A + B. 
Since Type B has only recently been described, the 
clinical histories of 3 hemophiliac B patients are 
presented in some detail.* 

Case 16. LeM., a 16-year-old French boy, had his Ist hemor- 
rhagic difficulty at the age of 7 months; this was characterized 
by ecchymosis of the left upper quadrant of the abdomen. Since 
that time, numerous hemorrhagic episodes had occurred spon- 


taneously or after minimal trauma, such as ecchymoses, per- 
sistent hemorrhage (2 or 3 days) from minor trauma to the 


tics of 33 Cases of Hemophilia. 


N PROTHROMBIN AntTico- NATURE OF 


History lime TOLERANCE ConsumpP- AGULANT DErect 


Test* 


min. 


4 


120 
37 
3] 
x 
x 


4 
45 

35 90 
7 


S Ser 


+ 1444 14444 
on 


N 


*1 unit of heparin in normal subject = 12 min, 
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{Prothrombin consumption in normal subject = over 1 min. 


hemorrhagic diathesis began in infancy and was 
characterized by a succession of ecchymoses, hema- 
tomas, epistaxes, hematuria and _ intraperitoneal 
and retroperitoneal hemorrhages. The clinical diag- 
nosis of hemophilia was not questioned. The family 
history was positive in 18 cases. The usual labora- 
tory tests (Table 1) gave results consistent with 
what is found in hemophilia: prolonged clotting 
time; recalcification time of plasma in the presence 
of 1 unit of heparin per cubic centimeter always 
greatly prolonged and often incoagulable; and 
serum prothrombin time at the fourth hour (two- 
stage method) always very short and in general 


tongue and lips, repeated hemarthroses of elbows and knees 
since the age of 5 resulting in considerable restriction of joint 
movement; hematomas, hematuria, epistaxes and intraperitoneal 
and retroperitoneal hemorrhages. The diagnosis of hemophilia 
was first made at the age of 18 months on the finding of a pro- 
longed clotting time of 90 minutes. Of all the treatments pre- 
scribed, only whole blood or plasma transfusions were effective. 
There was no history of a hemorrhagic diathesis in the maternal 
or paternal side of the family: the mother had 7 brothers and 
2 sisters all of whose children were normal. However, 1 of the 
patient’s brothers had presented a history of ecchymoses and 
hematomas induced by minimal trauma. This child had died 
at the age of 214 years from encephalitis. He was not examined 
in this laboratory, but the clotting time at the age of 13 months 


*A fourth hemophiliac B (Case 28) whose plasma was sent to us from 
Drs. Jean Bernard and Jean-Louis Beaumont, is not discussed here. 
This case will be reported elsewhere. 
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was reported to be 90 minutes. The laboratory tests in the case 
under discussion were those of a patient with typical hemophilia 
(Table 2), but the patient’s plasma and that of a patient with 
classic hemophilia corrected each other. There was no evidence 
of a circulating anticoagulant. 


Case 30. Gou., a 19-year-old boy with a familial history of 
hemophilia, first experienced hemorrhagic manifestations at the 
age of 1 year. Since that time he had suffered from ecchy moses, 
hematomas, numerous hemarthroses, resulting in permanent 
deformity of the joints, and hematuria. Bloody spinal fluid was 
also observed at the age of 5. In 1952, after a series of trans- 
fusions, there was evidence of a circulating anticoagulant, which 
was still present when the patient was last examined (Table 2). 


Case 31. Hen., a 21-year-old man, had a history consistent 
with nonfamilial hemophilia since the age of 2. The hemorrhagic 
diathesis was characterized by ecchymoses, hemarthroses, dental 
hemorrhages, epistaxes and hemorrhages of the palate. After 
several transfusions, a circulating anticoagulant was demon- 
strable. In 1951 it was noted that the recalcification time of 
oxalated plasma (Howell time) was partially corrected by the 
addition of a small amount of plasma from a patient with classic 
hemophilia. In March, 1953, when the last studies were per- 
formed, the circulating anticoagulant had completely disappeared 
(Table 2). The mixture of an equal amount of the patient’s 
plasma with normal or hemophilic A plasma gave normal recal- 
cification times, and the seatioonbia consumption was restored 
to normal (more than 180 seconds). 


Tests FoR ANTIHEMOPHILIC Factors 


Figure 1 presents the comparative effect of normal 
plasmas and plasmas in the 33 cases reported on the 
recalcification time of the hemophilic reagents A 
and B. For simplification, the recalcification times 
of the hemophilic reagents with the addition of 
normal plasmas are charted as a straight line, 
although there were slight variations from day to 
day and from one normal plasma to another. 


Hemophiliac A (Pure A Type) 

Table 3 and Figure 1 show that 28 hemophiliac 
patients did not correct the recalcification time of 
the HR-A. The existence of a pure A deficiency 
was confirmed in 11 of the cases by their corrective 
effect upon HR-B. It should be noted that only 
5 patients tested against HR-B gave a recalcification 
time identical to those of the controls; 4 of them gave 
a slightly shorter time (from —45 seconds to —1 
minute), and 2 a slightly longer time (+45 seconds). 
However, we do not consider those differences 
significant. 

The other 17 patients were tested against HR-A 
alone. It is not certain, therefore, that their defect 
was only in anti-hemophilic factor A. 


Hemophiliac B (Pure B Type) 


Four cases (16, 28, 30 and 31) failed to correct 
the recalcification time of HR-B. They were con- 
sidered to be of pure B type because they corrected 
the recalcification time of HR-A to the same extent 
as normal plasma. Case 31 had had a circulating 
anticoagulant that was no longer demonstrable. 
Case 30 still presented a circulating anticoagulant. 
Nevertheless, the anticoagulant did not interfere 
with the clot-promoting effect of the plasma on 
HR-A reagent. This suggests that the 1:20 dilution 
used routinely for this test eliminated the effect 
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of the anticoagulant. The importance of dilution 
in the test of this type of plasma is also shown 
in the following data: 


Plasma tested against HR-A_ 1:10dil.  1:20dil. dil. 
Normal plasma 3 min. 30 4 min. 5 min. 
Hemophiliac B (+ anti- 

coagulant) 8min. 15 4min.30 5 min. 30 


It is obvious that this patient’s plasma had less 
of a corrective effect when diluted 1:10 than when 
diluted 1:50, which is the inverse of what is observed 
with a normal plasma. If only 1:10 dilutions were 
used, the results could be interpreted as due to a 
defect rather than an anticoagulant. Thus, dilution 
of 1:20 or above is necessary to eliminate the effect 
of this anticoagulant. 


Hemophiliacs A + B (Mixed AB Type) 
Case 22 failed to correct the prolonged recalcifica- 
tion time of both reagents A and B. The tests were 


MINUTES 
A + 
+ Reagent B 
. 
\ + + + + 
No 
Ficure 1. Clot-Promoting Effect of Plasma from 33 Hemo- 


philiac Patients in Reagents A and B. 


The differences plotted on the ordinate are between the cor- 
rective effect of normal plasma and that of each hemophilic 


plasma upon the recalcification time of reagents A and B. 


The zero point is taken as, the effect of normal plasma simul- 

taneously observed at each experiment. Points plotted on the 

positive side indicate less corrective ability, and those on the 
negative side greater corrective ability than the normal. 


performed on three different occasions with the same 
results. We were never able to demonstrate the 
presence of a circulating anticoagulant by the classic 
tests. Such a case raises the possibility of a mixed 
hemophilia, with a defect in both factors A and B. 


ComPARATIVE Stupy oF ANTIHEMOPHILIC Factors 
A ann B 


Tables 3 and 4 present data indicating the con- 
centration of factors A and B in various prepara- 
tions of plasmas, serums and Armour fibrinogen. 
Treatment of the test materials delineates the 
thermolability and absorption characteristics of 
factors A and B. 

In Table 3 the recalcification times of hemophilic 
plasmas A and B in the presence of an equal amount 
of undiluted test material are compared with the 


= 
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control values, in which the test material is replaced 
by buffer. 

Table 4 presents the data on the same test mate- 
rials determined by the technic for antihemophilic 
factor previously described. 

There are some discrepancies between the results 
in Tables 3 and 4 that can be explained by the 
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No. 


min. 
90 
120 


170 


Normal 
Normal 


Normal 
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Heparin 


Oct. 1, 1953 
tion, and that used in the AHF test is made platelet 
free and supplemented with a constant amount of 
heated platelet extract. With any test using such 
reagents the recalcification time will depend on the 
concentration of AHF and the presence of an 
excess of accelerators or inhibitors in the test mate- 
rial. The addition of AHF equivalent to approxi- 


Results of Laboratory Tests in Cases 16, 30 and 31. 


PROTHROMBIN, 
PROCONVERTIN 
Test 


PROTHROMBIN 
‘Time BY 
Quick Metnop 


lest (Recatcirt- 
caTion Time) 


PATIENT'S 
PLASMA 


30 
24 


24 


PATIENT'S 
PLASMA 

16 
12 


NORMAL 
PLASMA 


14% 
12 


NORMAL 
PLASMA 
Ste. 
30 
27 


24 


PATIENT'S 
PLASMA 


NORMAL 
PLASMA 


min. min. 


10% - 
& 


& - 12 


Comparative clotting times induced by eee on of minute quantity of bovine hr re mbin to plasma, 


tAverage of 4 tests, performed on Sept. 1, 1952, Oct. 1, 1952 
TTeste performed on March 20, 1953. 
§Tests performed on February 12, 1953, 


GTests performed on March 3, 1953. 


difference in sensitivity and specificity of the two 
tests. The principle of the two tests is the same: 
the estimation of the effect of antihemophilic factor 
(AHF) upon a system devoid of AHF but contain- 


2, and Jan. 7, 1953. 


mately 5 per cent of the normal plasma concentra- 
tion will correct the recalcification time of both 
hemophilic plasma reagents (Table 4). It is evident, 
therefore, that in the simple recalcification time 


Tape 3. Recalcification Times* of Hemophilic Plasma in the Presence of an Equal Amount of Test Material (Final Volume 


0.4 cc.) 


Recarcirication Time 
in Case 16 
at 1800 rem at 3600 


REAGENT 


ror 5 MIN. 


Contro! (buffer at pH 7,35) . 
Normal plasma . 
Normal plasma diluted 
Normal plasma centrifuged at 56°C. 
Normal plasma centrifuged at 56°C, 
Normal plasma centrifuged at 56°C 
Normal! plasma centrifuged at 64°C. 
Normal plasma centrifuged at 64°C. 
Normal plasma centrifuged at 64°C. for 
Citrated plasma stored at 4°C, for 1 mo. 
Stored oxalated plasma .. 

Dicumarol plasma (Quick 16 per ent) | 
Hemophilic A plasma .. 

Hemophilic B plasma .... 

BaSO« human plasma . 

BaSOs. beef plasma 

Beef plasma (20% asbestos filtered) 
Beef plasma (2 Sitrations - 50% asbestos 
Armour fibrinogen, 8:1000 

Human serum stored for 3 hr. at 37°C, .. 
Hemophilic A serum stored for 3 hr. at 37°C. 

Human serum stored for 48 hr. at room temp. . 
48-hr.-old human serum heated at 56°C. for 5 min. . 
48-hr.-old human serum heated at 56°C. for 10 min. 
48-hr.-old human serum heated at 64°C, for 3 min. .. 


for 3 min. . 
for § min, 
. for 10 min. 
for 3 min. . 
for 6 min, 
20 min. 


*For comparison with contro! values obtained with buffer at pH 7. 


ing a normal concentration of all other known clot- 
ting factors. There are, however, significant differ- 
ences in the reagents and the technic. The reagent 
in both tests is a plasma prepared from the same 
hemophilic blood, but that used in the simple recal- 
cification test contains varying amounts of platelet 
materials, depending on the amount of centrifuga- 


in Cases 15, 16 and 31. 


RecALciFICATION Time 
in Case 15 
at 1800 wpm at 3600 RPM 
ror 5 Min. FoR 15 MIN. 
min. min. 


8% 9 


1% 


Recaccirication Time 
in Case 
at 1800 rem at 3600 
FoR 5 Mim, FoR 1S min. 
min. min. 
134 19% 
1% 3 


ror 15 MIN. 


Suwm 


< 


| 


there will be no appreciable difference in the test 
materials containing more than 5 per cent AHF, 
whereas in our own method the prior dilution of the 
test material to 1:20 will disclose variations of con- 
centration between 0 and 100 per cent. Dilution of 
the test material has the additional advantage of 
minimizing the effect of any inhibitor or accelerator 
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in the test material. For example, bovine fibrinogen 


or bovine plasma filtered through 20 per cent 


asbestos pads shortens the recalcification time of 
hemophilic B plasma whereas the same materials 
tested on our hemophilic reagent B fail to show 
any appreciable effect; forty-eight-hour-old human 
serum corrects the recalcification time of hemophilic 


TABLE 2. 


PROACCELERIN THROMBIN 


Pin 


Test 


NORMAI 
PLASMA 


NORMAI 
PLASMA 


PATIENT'S 
PLASMA 


NOKMAL 
PLASMA 


A plasma but fails to show any appreciable effect 
on the HR-A. It is therefore obvious that the 
corrective effect on the simple recalcification test 
may be due to nonspecific activities that had little 


TABLE 4. 


REAGENT 


hemophilie 
0.025 MCaCi. 


or no effect upon the recalcification time of hemo- 
philic reagents. 

From the data in Tables 3 and 4 the following 
facts can be concluded: 


Normal plasma contains antihemophilic factors 
A and B. 

Antihemophilic factor A disappears in oxalated 
stored plasma, whereas factor B persists. 

Plasma from patients treated with Dicumarol 
contains both AHF A and B. 


ror Ciret 
ANTICOAGULANT Rei 


ATION Time 


PATIENT 
PLASMA 


ANTIHEMOPHILIC AC 
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Hemophilic A and B plasmas correct each other. 

Barium sulfate adsorbs factor B, not factor A. 

A single filtration through 20 per cent asbestos 
pads does not remove factor A, but removes 
almost all factor B. Two filtrations through 50 
per cent asbestos pads remove a part of factor A 
and all factor B. 


(Concluded). 


ANTIHEMOPHILIC 
Factor B 


\NTINEMOPHILIC 
ACTOR 


LATIN( 


PATIENT'S 
PLASMA 


PATIENT'S 
PLASMA 


NORMAL 
PLASMA 


NORMAL 
PLASMA 


Fresh serum forty-eight-hour-old serum 
kept at room temperature are rich in factor B 


and devoid of factor A. 


Both factors are thermolabile. 


Determination of Antihemophilic Factors A and B.* 


Time 
TOR A ANTIHEMOPHILIC FACTOR B 
min, 


These findings are in agreement with those re- 
ported by Aggeler, White et al.® 7 


(GENERAL CONSIDERATIONS 


The 28 cases classified as hemophilia A were all 
in male patients with clinical histories of classic 
hemophilia, ranging from mild to severe. Seven 
patients (Cases 4, 7, 13, 14, 15, 21 and 33) had only 
minor symptoms, and had clotting times within or 


slightly above normal limits. When their plasmas 
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were tested against hemophilic reagent A it was 
apparent that the concentration of AHF-A was 
definitely within the hemophilic range. 

Eighteen of the 28 patients with hemophilia A 
had a positive family history. 

The 4 cases classified as hemophilia B were all in 
male patients with symptoms characteristic of severe 
hemophilia and were clinically indistinguishable 
from the 21 cases of severe hemophilia A. The usual 
laboratory clotting studies were similar (bleeding 
time, clotting time, prothrombin consumption and 
correction of the clotting time with normal plasma). 

Two of the 4 patients with hemophilia B were 
considered to have a positive family history, for 
each had a brother with a history of a bleeding 
tendency, although there was no evidence of a 
bleeding tendency in the older generations. Several 
of the patients with hemophilia A were considered 
to be of the familial type on the same grounds. 
It is possible that these cases as well as those with- 
out any family history were due to a mutation and 
not to an inherited defect. Biggs et al.* present 
evidence of transmission of Christmas disease 


(hemophilia B) through clinically healthy females. 

It is not yet possible to state precisely the fre- 
quency of type A and B in hemophilia. Our patients 
and those of Biggs and his colleagues® total 12 cases 
of Type B in a group of 83 hemophiliac patients, or 


14 per cent. 

Among our 28 subjects of Type A, only 1 had a 
circulating anticoagulant. Two of the four of Type B 
had or had had a circulating anticoagulant. It is 
impossible to say whether this apparent greater 
frequency in the Type B cases is purely coincidental 
or whether a circulating anticoagulant is more likely 
to develop. 


Discussion 


The laboratory and clinical evidence presented 
above permits correlation of our 4 cases of hemo- 
philia B with 10 similar or identical cases recently 
described. Aggeler et al.® 7 call the new factor, 
which they recognized while studying a hemorrhagic 
syndrome in a_ sixteen-year-old boy previously 
thought to have a classic case of hemophilia, PTC 
or “Plasma Thromboplastic Component.” Schul- 
man and Smith® observed a similar case in a male 
infant. Biggs and his associates® described 7 cases, 
4 of them familial. One of these cases, diagnosed by 
Poole,'® was reported separately. These authors 
referred to this newly characterized entity as 
“Christmas disease,” which they differentiated from 
hemophilia. It should be noted that Pavlovsky" 
and Koller et al.” had already pointed out the 
ability of reciprocal correction of certain hemophilic 
plasmas. 

A review of the data on the previously reported 
cases indicates the following conclusions: a small 
number of hemophiliac patients, clinically indis- 
tinguishable in all respects, have a defect in plasma 
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factor distinct from the classic antihemophilic 
factor; and the missing factor seems to be the same 
in all cases. 

The only practical difference between the two 
forms of hemophilia concerns the treatment. Hemo- 
philia B does not respond to human plasma Frac- 
tion I, but treatment with plasma or blood trans- 
fusions is effective in both. 

The terminology previously proposed (PTC, 
Christmas factor) does not seem satisfactory, and 
despite the undesirability of multiple names, it is 
proposed that the classic antihemophilic factor be 
called factor A and the new factor antihemophilic 
factor B. This is not simply a matter of terminology, 
but an important problem of nosology. The desig- 
nation PTC could as well be applied to either factor 
A or factor B. The denomination of “Christmas dis- 
ease” or “Christmas” factor lacks etiologic and 
nosologic significance, and furthermore suggests a 
different meaning. 

However, the essential point is that the term 
“hemophilia” as a syndrome rather than a single 
pathologic entity seems worth preserving, since 
hemophilia A cannot be distinguished from hemo- 
philia B by clinical manifestations, familial history 
and routine laboratory studies. Furthermore, in 
both conditions, the clotting defect is apparently 
due to a deficiency in a plasma pro-factor of 
thromboplastin, distinct from the platelet factors. 
Classification of the hemophilic syndrome into 
types A and B has the merit of emphasizing both 
the clinical similarity and the biologic difference. 
Since it is now apparent that there are at least 
two plasma profactors of thromboplastin, it is 
conceivable that some hemophiliac patients have 
a deficiency of both factors (as in Case 22). It is 
also possible that deficiencies in plasma profactors 
of thromboplastin other than the factors A and B 
will subsequently be disclosed and then called C, D 
and so forth. Rosenthal et al.,!* for instance, report 
3 cases of hemorrhagic diathesis under the name of 
PTA deficiency. For the present, however, these 
cases must be separated from the hemophilic syn- 
drome, because of their mildness, because of the 
absence of hematomas and hemarthroses and, above 
all, because of their occurrence in women. We do 
not, however, ignore the fact that some cases of 
hemophilia in women have been reported, but they 
are exceptional; the concept of a hemorrhagic syn- 
drome occurring almost exclusively in males remains 
for us a fundamental feature of hemophilia. 


SUMMARY 


Thirty-three cases of clinically typical hemophilia 
are reported. From the results of specific determina- 
tions of the missing antihemophilic factor under- 
lying the coagulation defect, they could be classified 
into three groups: hemophilia A (classic hemophilia), 
28 cases, hemophilia B (PTC deficiency or Christmas 
disease), 4 cases, and hemophilia A and B, 1 case. 
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These three groups exhibit all the classic features 
of hemophilia in their clinical and genetic history, 
and in the routine blood-clotting tests. The only 
difference in the groups was the type of plasma 
profactor of thromboplastin missing, either factor 
A or B or both. 

Certain important characteristics of these factors 
are delineated. Factor A and factor B are both 
present in fresh normal and Dicumarolized plasma, 
but factor A disappears in oxalated plasma dur- 
ing storage whereas factor B persists. Factor A 
disappears during coagulation, whereas factor B 
persists in serum. Factor A is not adsorbed on 
barium sulfate or asbestos, but factor B is adsorbed 
in either one. Both factors are thermolabile. 
Fibrinogen (Fraction I) contains factor A only. 
Therefore, plasma Fraction I is effective only in 
the treatment of hemophilia A but not of hemo- 
philia B. However, blood and plasma transfusions 
are effective in the three types of hemophilia: 


A, B and AB. 
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LENGTH OF LIFE AND CAUSE OF DEATH IN RHEUMATOID ARTHRITIS* 


Sipney Copp, M.D., M.P.H.,t Frorence Anperson, A.B.,f and Watter Baver, M.D.§ 


BOSTON 


T has often been said that the way to live a long 
life is to acquire rheumatism. The present in- 
vestigation was designed to test this piece of folk- 
lore. More specifically, it is concerned with the 
shortened life expectancy and major causes of death 


Taste 1. 


The material for this study consists of obser- 
vations on 583 patients with rheumatoid arthritis! 
who were hospitalized at the Massachusetts General 
Hospital and were subsequently followed for an 
average of nine and six-tenths years. It is important 


Deaths and Death Rates per 1000 Patient Years of Observation by Sex and Age Compared 


to Expected Values Based on Massachusetts Death Rates ek White Persons, 1939-1941. 


Mate Patients 
DEATHS RATE 


Lire- 
Taste Ace* 
yr. 
<50 20.6 

50+ 38.4 


Over- 25.7 


DEATHS 


*Life age represents the eccumulated experience of 


age group. 


in patients hospitalized because of rheumatoid 


arthritis. 


*From the Harvard School of Public Health, Harvard Medical Schoo! 
and Massachusetts General Hospital. 

*Publication No. 140 of the Robert W. Lovett Memorial Foundation 
for the Study of Crippling Diseases. 

tAssociate professor of biostatistics and onideutcloay, Graduate Schoo! 
of Public Health, University of Pittsburgh; director, Pittsburgh Arthritis 
y vac formerly, director for the Nashoba Associated Boards of Health, 

yer, Massachusetts, and instructor in public-health practice, Harvard 
of Public Health. 

tFormerly, prudence 
School of Public Health 

§Jackson Professor m4 Clinical Medicine, Harvard Medical School; chief, 
Medical Services, Massachusetts General Hospital. 


student, Department of Biostatistics, Harvard 


Femace Parients 
RATE 


Exprectep VaLue Exprectep VaLue 
FOR roR 

Mace Patients Femare Patients 

DEATHS RATE DEATHS RATE 


6.0 2.9 
30.6 61.8 41.6 


67 8 20.0 


all the patient years obeerved in the specified 


to note that, though patients were admitted to this 
study only as a result of a diagnosis of rheumatoid 
arthritis established during a hospital admission, 
a few of them were initially hospitalized for reasons 
besides the arthritis. Of these 583 patients, 257 
were males, and 326 females. During the period of 
study, 137 died, and for 130 the cause of death is 
known. Autopsy reports were available in 40 cases. 
In 90 cases, the cause of death was determined from 
reports by the attending physicians or from the 
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death certificates. For the remaining 7 information 
was insufficient to indicate the cause of death, though 
the approximate date of death was known. 
Short life % have been constructed 
cording to age at onset, duration of disease on ad- 


tables? ac- 


Taste 2. Death Rates per 1000 Patient Years of Observation, 
by Sex and Age at Onset, for Patients with Rheumatoid Arthritis. 


Ace at Onset Mace Patient PaTient 


DEATHS DEATH KATE DEATH DEATH KATE 


vr. 


504 


Over-All 


mission to the hospital and sex. The following 
observations are noteworthy. 

The over-all mortality rate for the 583 patients 
was 24.4 per 1000 patients per year, as compared 


with 18.9 for a comparable age and sex distribution 
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under fifty years of age are divided into those with 
definite spinal involvement and those with none or 
only minor cervical involvement, there is no evi- 


Mortality Rates by Duration of Rheumatoid Arthritis 


TABLI 
ion to the Massachusetts General Hospital. 


before Admis 


PER 
1000 
Parient YEARS 


Parient Deatus 


or Disease 


2200.5 
2189.75 


15 


4 


5 24.4 


dence that the mortality rates for the two groups 
are different. In fact the group with spinal involve- 
ment has a slightly but not significantly lower 
mortality rate. 

Table 2 presents the death rates by sex and age at 
no significant difference between 


onset. There is 


ONSET AT 50 OR OLDER 
MEAN AGH, 56 YR. 
SURVIVORS 
1000, 


20 10 20 
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Ficure |. 
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Comparison of Numbers of Survivors among 1000 Patients with Rheumatoid Arthritis with Survivors of 1000 Normal 
Persons of Equivalent Age by Five-Year Periods and by Age at Onset. 


The Massachusetts population has been adjusted for age by entering the life tables at the average age at onset for each group. 


of the population of Massachusetts in 1940.! The 
younger age groups have relatively higher mortality 
rates in both sexes, whereas those over fifty fare 
about as well as the general population (‘Table 1). 
It also should be noted that the younger male pa- 
tients fare strikingly worse than the females. This 
cannot be explained by the age distribution of this 
group since the females in the group have a higher 
mean age than the males. One might reasonably 
ask if this phenomenon is due to a higher mortality 
among those with spondylitis, which is character- 
istically a problem of young males. If the males 


the death rates for males and females for the group 
as a Whole. However, when the question is studied 
by age of onset there is significantly greater mortality 
(P = 0.05) among men up through the age of forty- 
nine. At fifty and over, the death rate among women 
is higher but not significantly so. 

Figure | demonstrates the difference between the 
expected number of survivors out of 1000 people in 
the population of Massachusetts compared with 
the experience of the 583 patients in this study. 
There is a notable difference between the curves, for 
onset before twenty-five years of age and for onset 
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between twenty-five and forty-nine years of age. 
The difference between the curves when the age at 
onset is over fifty is not significant. 

Table 3 shows that the mortality rates are slightly 
lower for patients hospitalized during the first year 


Taste 4. Causes of Death among 130 Cases of Rheumatoid 
Arthritis. 


No. oF 
Deatuo 


Cause 


Heart disease: 
Myocardial infarction. 13 
Valvular heart disease . . 9 
Hypertensive heart disease : 1 
Congestive heart failure and other, unspecified 
heart disease ......... 


Infections: 
Pneumonia 
Septicemia . 
Tuberculosis 
Miscellaneous 

Nephritis: 
Amyloid... 
Nephrolithiasis 
Pyelonephritis 
Glomerulonephritis 
Miscellaneous 

cs 

Cerebral accident . 

Gastrointestinal disease 
Ulcerative colitis 
Perforated peptic ulcer 
Miscellaneous 

Pulmonary embolism: 
Clot 
Fat 

Accident 

Miscellaneous 

(99.8%) 


Totals 


of the disease and after five years of disease and 
are significantly higher for those hospitalized one to 


Taste 5. 


RosENBERG 
ET 
NO. OF 
CASES 


Cause 


Heart disease: 
Myocardial infarctior 1 
Valvular heart disease . 7 
Hypertensive heart disease 
Congestive heart failure and other 
nonspecified heart disease . 
Infection: 
Pneumonia 
Septicemia . 
Tuberculosis 
Miscellaneous 
Amyloid 
Nephrolithiasis 
Pyelonephritis . 
Glomerulonephritis 
Miscellaneous 
Cancer . 
Cerebral accident 
Gastrointestinal disease: 
Ulcerative colitis 
Chronic diarrhea 
Perforated peptic ulcer 
Miscellaneous .. 
Pulmonary embolism: 
Clot 
Fat . 
Accident 
Miscellaneous 


Totals 


four years after onset of the disease. The phenome- 
non is not due to any peculiarities of the age distri- 
bution of the patients. The group hospitalized one 
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Secnwepeut 
NO. OF 
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to four years after onset actually has a younger 
mean age than the other groups. This is further 
confirmed by an age-specific breakdown of the 
figures presented. 

The causes of death for the 130 cases in which the 
cause of death is known are presented in Table 4. 
It is apparent that 25 per cent of the deaths were 
caused by infections, 13 per cent by various forms 
of nephritis, 7 per cent by valvular heart disease, 
and 3 per cent by pulmonary embolism. All these 
figures are significantly above the equivalent per- 
centages found in the general population of Massa- 
chusetts in 1940.5 On the other hand, accidents 
are clearly below the expectation for the population 
as a whole. Furthermore, hypertensive heart dis- 
ease and myocardial infarction appear to be below 
expectation for a group of this age distribution, as 
is the total of heart disease of all forms. 

Table 5 compares the causes of death in autopsied 
cases with the experience of four other authors.®* 
The totals indicate an even higher percentage of 
deaths from infections but no other striking differ- 
ence from the preceding tables. 


Discussion 


The application of life-table methods to this sort 
of problem is not new. Tuberculosis,'® cancer and 
multiple sclerosis’? have been studied in this manner. 
The application of the tables to arthritis has sub- 
stantiated general clinical opinion that rheumatoid 
arthritis as defined by Bauer! tends to shorten life 


Causes of Death in Autopsied Cases of Rheumatoid Arthritis. 
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when it is sufficiently severe to warrant hospital- 
ization. But, more interesting than this, the tables 
show that males who acquire the disease before 
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fifty suffer the most marked increase in mortality, 
possibly because younger men are usually subjected 
to economic pressures that do not allow them to 
relax and rest as much as is indicated for persons 
suffering from this disease. Another partial ex- 
planationis undoubtedly related to the clinical ob- 
servation that rheumatoid heart disease, which can 
be fatal, is most commonly diagnosed in males 
under fifty. On the other hand the possibility that 
spondylitis has a higher rate and hence contributes 
largely has been ruled out. 

In another study it would be most desirable to 
have more than two age groups and to be able to 
examine some other factors, such as, perhaps, marital 
status, as a function of age and sex. The 5600 pa- 
tient years of observation available for this study 
have proved insufficient to give significant results 
for small breakdowns of this nature. 

In a study of mortality in Hagerstown, Maryland, 
Ciocco™ noted no significant increase in mortality 
for persons with rheumatism over that in the general 
population. In connection with this it should be 
remembered that in his study all forms of rheumatic 
disorders were included without respect to severity 
or diagnosis. In this study we have limited our- 
selves to rheumatoid arthritis of severity sufficient 
to warrant hospitalization. 

It is of interest that accidents, hypertensive 
heart disease and myocardial infarction seemed less 
frequent causes of death in the population surveyed 
than in the general population. Apparently, the 
diseases of active and hard-driving people have 
given way to the bronchial pneumonias, pulmonary 
emboli and urinary calculi of inactive or bed-ridden 
people. Another point that cannot escape attention 
is the high percentage of deaths from valvular heart 
disease. One of these patients had definite rheu- 
matoid heart disease. None of the other cases were 
autopsied so the exact etiology of the valvular heart 
disease remains in doubt. It should, of course, be 
borne in mind that careful study of these patients 
may have been an important factor in the frequency 
of the diagnosis of valvular disease. It seems proba- 
ble, however, that this consideration is more than 
offset by the fact that the incidence of valvular 
disease is high in the face of a lowered total incidence 
of heart disease. The observation tht congestive 
heart failure and unspecified heart diseases consti- 
tute a relatively small part of the totz! heart disease 
also supports the contention that the incidence 
10 per cent — of deaths from myocardial infarction 
is low, for there is little chance of an unusual number 
of missed diagnoses. 

The 2 deaths from ulcerative colitis do not form 
a sufficient numerical bulk to justify comment were 
it not for the observation of Hench and his collabo- 
rators™ that 4 per cent of their patients with ulcer- 
ative colitis also had rheumatoid arthritis. 
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The observation that infection plays such a large 
part in causing death among patients with rheu- 
matoid arthritis leads one to hope that the life ex- 
pectancy of these patients may be materially ex- 
tended by prompt administration of antibiotic 
therapy. Furthermore, it suggests that detailed 
comparison of the mechanisms of immunity of these 
patients with those of a control series might throw 
some light on pathogenesis. 

ConcLusions 

Though rheumatoid arthritis is seldom given as a 
cause of death, the group of hospitalized patients 
here reported had a higher mortality than would 
be expected if the group had been drawn from the 
general population. This was found to be due largely 
to the fact that younger people, particularly males, 
succumbed more rapidly than expected whereas the 
longevity of patients over fifty was not noticeably 
altered. 

The causes of death in rheumatoid arthritis are 
different from the causes in the population at large. 
Notable for their frequency as causes of death were 
valvular heart disease, infections of all sorts, renal 
disease and pulmonary embolism. Notable for their 
absence or infrequency were accidental deaths, 
hypertensive heart disease and myocardial infarc- 
tion. 

These conclusions are sufficiently interesting to 
warrant further study in larger series of patients, 
so that the life tables can be broken down into 
smaller age groups and so that more significant 
conclusions can be drawn about differences in causes 
of death between arthritic patients and the general 
population. 
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OST practitioners of medicine are, by now, 
reasonably familiar with the implications of 
the term “exfoliative cytology” — at least they have 
heard something about this recently perfected 
method for detecting and diagnosing cells of ma- 
lignant tumors in smears of human body fluids. 
The technic of exfoliative cytology has been greatly 
improved and, as a consequence, the results of 
examinations of such smears have become increas- 
ingly reliable. It is not at all uncommon for the 
cytologist to detect the presence of cancer in one or 
another system of the body before its presence has 
had time to provoke symptoms that definitely point 
to neoplastic disease. The practitioner is presuma- 
bly interested in two questions concerning cytologic 
diagnosis: whether it is really reliable and trust- 
worthy, and how it can be utilized in his daily prac- 
tice. The answer to the first is definitely in the 
affirmative; that to the second immediately poses 
problems if the physician is practicing in a small 
community where there are few diagnostic labo- 
ratories and fewer cytologic services, or none at all. 
There are ways of overcoming such difficulties, 
which are considered below. The first subject dis- 
cussed is the practical applications of the method 
in the diagnosis of cancer. 
FemMaLz Genitat Tract 

Longest in use, because it was the first to be de- 
vised, is the application of exfoliative cytology to 
the diagnosis of pathologic conditions of the female 
genital tract. For more than a decade the exami- 
nation of vaginal, intracervical and’ intrauterine 
smears has proved to be soundly reliable and satis- 
factory. Papanicolaou’s work along this line has 
also introduced several problems that some gynecol- 
ogists have been quick to deplore on the basis that 
they have made gynecology more difficult. For 
instance, the concept of intraepithelial carcinoma 
(or “carcinoma in situ’) has provided material for 
a great deal of speculation, since it is readily de- 
tected in vaginal smears and its presence brings up 
the question whether or not it represents a genuinely 
malignant condition. That it probably does in most 
cases has been indicated by the work of Hertig et 
al.,} Pund and Nieburgs? and TeLinde.* The fact 
that a few patients have shown apparent involution 
or regression of such incipient carcinomas does little 
to mitigate the fact that many show a progressive 


*Presented at the annual meeting of the Massachusetts Medical Society, 
Boston, May 20, 1953. 
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development of invasive carcinoma in the course 
of several years. Should one take advantage of 
positive diagnosis of incipient carcinoma before it 
has invaded its local surroundings, or should one 
wait until it has done so before resorting to surgical 
measures? 

The technic of screening large numbers of cases 
in a presumably normal population on the chance 
of detecting undiagnosed carcinoma is another 
matter entirely. ‘The procedure has definite public- 
health value, but it is exacting and tedious and 
possibly turns up fewer cases of malignant tumor 
than would usually justify the expense of maintain- 
ing a cytologic staff for the undertaking. In screen- 
ing cases in a population of women already showing 
pathologic symptoms of the genital tract, the matter 
is quite different, and the method amply justified 
by results. 

RespiRAToRY SysTEM 

The examination of sputum and of bronchial 
washings has proved to be very reliable; not only 
can the presence of malignant tumors of the respira- 
tory tract be detected, but also their type may be 
accurately diagnosed in about 80 per cent of cases.‘ 
This is because the types of cancer of the lung and 
its airways are distinctive: two of these, the epider- 
moid (or squamous-cell) and the anaplastic (or oat- 
cell) may be accurately diagnosed in almost 90 
per cent of the smears. These are probably the 
commonest varieties of pulmonary cancer, although 
statistics vary somewhat in different clinics. So 
characteristic are these growths that cells from 
their pleural metastases may be correctly diagnosed 
in about 7§ per cent of the smears of pleural exudates 
that contain them. 


STOMACH 

The diagnosis of specimens of gastric secretions 
was, for a long time, about as accurate as the toss 
of a coin; since Cooper’s introduction of the “gastric 
balloon,” however, the picture has completely 
changed, and the accuracy has risen from about 
55 to about 90 per cent. The reason for this pro- 
nounced improvement is that the balloon, en- 
shrouded in a hairnet, abrades small bits of tumor- 
bearing mucosa before the action of the gastric 
juice and other lytic agents have had a chance to 
decompose them. When the stomach was simply 
washed out with Ringer’s solution the number of 
shreds of tissue was small, and that of “stripped 
nuclei” (or cells denuded of all cytoplasm and hence 
quite unrecognizable in origin) was correspondingly 
large. The method is proving to be of great value 
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—-one that rivals and occasionally surpasses x-ray 
examination in its accuracy. The reason for this is 
obvious: in roentgenology one depends on the pres- 
ence and shape of filling defects as revealed by a 
change in the normal shadow pictures of the organ. 
In exfoliative cytology, with the use of the balloon, 
one can look at the cells of a gastric cancer just as 
one would in pathological sections. It is a matter 
of substance as contrasted with shadows. 


CoLon 


A field in which cytology affords excellent results, 
but in which it is not sufficiently employed, is the 
colon. To be sure, x-ray films and biopsies are pre- 
ferred by most physicians, but it should be remem- 
bered that x-ray study will reveal cancer only after 
it has caused sufficient distortion to be detected in 
the films, and the value of a biopsy is limited by the 
length of the sigmoidoscope, which scarcely reaches 
the splenic flexure. What about the cancers of the 
cecum and the ascending and transverse colon? 
Intestinal carcinoma is a mucosal, surface growth 
and probably starts exfoliating its cells into the 
lumen almost from its origin. The cells may be 
detected in colonic washings after the tract has 
been cleansed of feces by catharsis and a short period 
of fasting. They undergo little deterioration in the 
secretions of the mucosa and are readily detected 
in smears of the sediment of colonic washings, where 
they stand out by reason of the fact that their ap- 
pearance is usually bizarre and totally dissimilar to 
that of normal cells. 


Urinary Tract 


The examination of urinary sediments by cyto- 
logic methods is accurate within certain limits. It 
would equal those of the systems already enumer- 
ated except for the fact that tumors of the renal 
parenchyma, such as renal-cell carcinoma, cannot 
readily exfoliate cells into the urinary stream. 
Furthermore, the mucosa of the tract is annoyingly 
likely to undergo metaplasia as a result of chronic 
inflammation. If a malignant growth — or a papil- 
loma, for that matter — lies in the mucosa anywhere 
from the calyxes of the kidney to the external 
meatus, it exfoliates cells that are readily detectable 
and diagnosable in smears. The prostate, since it 
communicates with the posterior urethra, should 
exfoliate cells from its tumors into the urinary tract, 
and it does so in many cases. However, even with 
careful investigation of the urine before and after 
gentle prostatic massage, and of the prostatic fluid 
that is exuded, the results have not been as satis- 
factory as one might theoretically anticipate. 


Serous ExupaTeEs 


It is often necessary to know whether a given 
exudate or transudate is associated with inflamma- 
tion or with malignant tumors; one can ascertain 
this by collecting and centrifugating some of the 
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fluid and then making either smears or ‘‘cell blocks”’ 
from the sediment. It is well to do both, for one 
may save time by examining sections made from 
concentrates of sediment and, at the same time, 
obtain an increased degree of accuracy by examining 
whole, unsectioned cells in smears. Naturally, the 
examination of transudates and exudates, if it re- 
veals cells from malignant tumors, connotes metas- 
tasis to a serous membrane like the pleura or peri- 
toneum. If metastasis is already present there can 
be no question of detecting and arresting incipient 
carcinoma —the tumor is definitely in its last, 
inevitably fatal phase. But it often happens that a 
bloody fluid is aspirated from the thorax or abdomen, 
and it becomes necessary to determine whether 
the bloody admixture is attributable to cancer or 
merely to trauma or inflammation. A_ negative 
report in such cases brings relief to practitioner 
and patient alike. 


Breast 


Of late some work is being done on mammary 
secretions, and it has been found that intraductile 
papillomas and duct-cell carcinomas may be diag- 
nosed on examination of smears of fluid aspirated 
(rather than expressed) from the nipple. One case 
in which operation revealed cancer after repeated 
positive smears and equally positive opinions about 
the improbability of its presence points a possible 
moral. 


OTHER ORGANS 


Other applications of the method occasionally 
show results: there are cases in which cells from 
carcinomas of the biliary or pancreatic duct are 
picked up in a Rehfuss bucket on the end of a Levin 
tube, and carcinomas of the fallopian tubes and 
of the ovaries have been detected in smears of intra- 
uterine aspirations. It is possible to aspirate directly 
from the ostia of the tubes, although this is a special- 
ized and ticklish procedure. 

The fishmongers’ slogan, ‘If it swims, we have 
it” could be applied to exfoliative cytology and 
read, “If it exfoliates, we should find it.” This 
brings up an important consideration — if nothing 
is found in a smear to justify a diagnosis of malig- 
nant tumor, this does not mean that no tumor is 
present; it simply indicates that no cells have ex- 
foliated, or that if one or two have, they have escaped 
detection. With methodical examination of the en- 
tire smear andt he use of a mechanical stage (which 
is called “‘screening’’) the latter contingency becomes 
increasingly unlikely. Accordingly, if the practi- 


tioner receives a report of Class 1 or Class 2 (“no 
neoplastic cells noted’’) it means just that, and he 
is not justified in telling his patient that no tumor is 
present; this should be constantly borne in mind. 
The examination of spinal fluid and of fluid from 
the eye is of more than theoretic value; metastatic 
tumors have been diagnosed in the former, although 
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primary neurogenous growths have seldom if ever 
been found. Ophthalmologists are regularly ex- 
amining smears of ocular fluid in cases of suspected 
melanoma, with satisfactory results. 

One application of the method to dermatologic 
diagnosis has been very little stressed: the exami- 
nation of scrapings of dermal lesions, smeared out 
on microscopical slides and stained by Papanico- 
laou’s method. This obviates the necessity for a 
biopsy and does not arouse the patient’s suspicion 
and anxiety. Epidermoid (squamous-cell) and hair- 
matrix (basal-cell) carcinomas can readily be dis- 
tinguished in this way, and the differentiation of a 
definitely malignant and a comparatively benign 
tumor is entirely possible. Contact smears from 
ulcerating surfaces are also a neglected possibility 
and have much to offer. 


THE PRACTITIONER’S RESPONSIBILITIES 


The practicing physician can make most of the 
smears needed for cytologic investigation in his 
office and then send them in for staining and ex- 
amination to the nearest cytologist available. Be- 
fore the making of these smears is discussed, it is 
advisable to consider briefly the availability of 
cytologists. In the large cities cytologic laboratories 
are being rapidly organized. Boston has many of 
them and has made notable contributions to the 
discipline. 


As a rule it is unfair to expect the local patholo- 
gist in a small hospital to perform cytologic investi- 


gation in addition to his regular routine. If the 
hospital is small, the pathologist is probably serving 
several such institutions, a situation that is par- 
ticularly common in New York City. In any event, 
he is far too occupied with clinical and anatomic 
pathology to be able to spare time for work on 
smears, since each specimen yequires ten minutes 
cr more, even when screened by a technician to 
exclude non-neoplastic smears. Although any good 
pathologist can rapidly learn the criteria for making 
diagnoses on smears, the matter is still tricky, and a 
few weeks’ experience is necessary before he can 
feel at all secure in his judgment. At any rate, he 
will need a technician trained in cytology to screen 
his material; each smear must be scanned from 
border to border of the coverslip, and all suggestive 
cells marked with an ink dot so that the cytologist 
will not waste valuable time in examining a host of 
non-neoplastic cells. Although the preparation and 
staining of smears is not at all intricate and can be 
quickly learned, it takes several months’ training 
for the technician, who is unversed in medical prob- 
lems, to learn to distinguish the sheep from the goats. 

It has become increasingly evident that more 
pathologists should switch from the usual routires 
in pathology to the subspecialty of exfoliative cytol- 
ogy. This cannot be done unless the incipient 
cytologist can command a decent salary and a small, 
but well furnished laboratory, which since the 
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armamentarium of cytology is very cheap and 
modest, would require little more than room space. 
Too great a centralization of diagnostic centers 
for exfoliative cytology may render the work per- 
functory, and it is a job that requires intellectual 
curiosity and initiative and one in which perfunctory 
diagnoses are to be deplored. 

In preparing smears the practitioner should bear 
the following directions in mind. 


Vaginal Smears 

Vaginal smears are easily obtained and made; 
the vagina that is to be examined should be in a 
completely resting condition, and smears should 
never be taken immediately after a digital or in- 
strumental examination, or after physiologic ac- 
tivity. A curved glass tube to which a rubber syr- 
inge bulb is attached is introduced into the posterior 
fornix and a little fluid aspirated and immediately 
expelled and spread out onto a clean glass slide, 
which is forthwith immersed in a mixture of equal 
parts of ether and alcohol (95 per cent). ‘The smear 
should never be permitted to dry until it has been 
in the fixative for at least an hour; it may remain 
there as long as one wishes, without deterioration, 
if it is inconvenient to remove it at the end of the 
hour. After it has been fixed, the smear may be 
allowed to dry and can then be sent to the labor- 
atory, although some cytologists prefer to have 
the smears submitted in a jar of fixing fluid, or to 
have them coated with glycerol and covered with 
another clean slide. Drying before fixation creates 
distortions of cells and their nuclei that might be 
mistaken for metaplastic changes. 

Because the vaginal fornix constitutes a sort of 
clearing station where exfoliated cells congregate, 
one may find vaginal, cervical, endocervical or 
endometrial cells in the smear, to say nothing of 
leukocytes, erythrocytes and parasites, such as 
trichomonas. Occasionally cells from the tubes or 
ovaries may be found here. Any exfoliating malig- 
nant cell may drop into this clearing station and 
be picked up in the vaginal smear. If the malignant 
cells are not of obviously vaginal, or epidermoid, 
origin, the next step is to enter the cervical canal 
under aseptic precautions with a laryngeal cannula 
attached to a rubber bulb or Luer-Lok syringe and 
smears made from fluid aspirated from the cervical 
canal and the endometrial cavity in succession. 
The use of a speculum is, of course, necessary in 
this procedure. Although any nurse or technician 
can take the material for vaginal smears, the cervical 
and uterine variety require the services of a licensed 
physician. Some cytologists recommend scraping 
visible lesions of the vagina and cervix with a sterile 
wooden spatula, or a cotton swab, to obtain shreds 
of tissue as well as discrete cells. 


Smears of Sputum 
The preparation of smears of sputum is even 
easier than that of making vaginal smears; the pa- 
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tient merely coughs deeply and expectorates the 
product into about 30 cc. of 70 per cent alcohol. 
Since a shallow cough or perfunctory ‘‘ahem”’ pro- 
duces nothing but epithelium from the oral cavity, 
it is imperative that the cough be deep. This may 
be checked in the office by an unstained smear and 
a search for pigmented “‘dust cells” under the micro- 
scope. If the cells are present the specimen is valid 
for examination; if they are not, another trial is 
indicated. The sputum from the alcohol is spread 
out uniformly on a slide and further fixed in ether 
and alcohol. This smear will be of the ‘“‘ciearing- 
house” variety; to obtain specific indication of 
which lung may be involved (once malignant cells 
have been found in the sputum) the services of a 
radiologist and, possibly, of a bronchescopist will 
be needed. If x-ray study is negative the bronchos- 
copist can obtain washings from the main bronchi 
after visually examining the tree through his in- 
strument. These washings are kept separate and 
carefully labeled, since they are usually rather 
scanty; they may be mixed with equal parts of 
95 per cent alcohol, after which they are centrifuged 
and spread. Usually, they are found to contain 
fewer and less varied cellular elements than sputum 

chiefly ciliated and mucous cells and leukocytes. 


Gastric Smears 

To be of any great value, these require the use of 
the gastric balloon; the patient, after a short fasting 
period, swallows a sausage-shaped balloon made of 
thin rubber and covered with an ordinary hair net. 
This is attached to a double tube, one lumen of which 
is for introducing and aspirating washing fluid, and 
the other for inflating the balloon after it has been 
swallowed. ‘The patient passes this apparatus by 
swallowing a glassful of Ringer’s solution to wash 
it down. The pharynx may be slightly anesthetized 
in nervous and apprehensive patients. Once the 
tube is down, all the contents of the stomach are 
aspirated through the tube, and the organ is thor- 
oughly washed out. The balloon is then inflated 
and allowed to be drawn to the pylorus, where it 
is briefly deflated so that it can enter the antrum. 
It: position in the stomach is determined by gauge 
rings on the tube. The balloon is reinflated and 
gently drawn toward the cardia; the process is 
repeated five or six times in the course of fifteen to 
thirty minutes, during which the gastric contents 
are frequently aspirated and collected for centrifu- 
gation and smearing. The balloon is then deflated 
and withdrawn, and its surface inspected for any 
shreds of tissue (which are removed with a spider 
forceps and immediately fixed in alcohol and ether). 
It is then rinsed off into a container with Ringer’s 
solution, and the washings either pooled with the 
gastric aspirations or kept separate. One then has 
abraded shreds, gastric washings and rinsings of the 
balloon’s surface. This technic has been described 
at some length since it is essential for good diagnostic 
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results. Centrifugates are mixed with alcohol and 
smeared as usual. 


Colonic Smears 

The patient is given a brisk catharsis the night 
before the irrigation and fasts until it is over. On 
the following morning a high colonic irrigation is 
administered and about 100 cc. of the return is 
centrifugated, the sediment mixed with alcohol, 
and smears prepared as usual. This simple pro- 
cedure should be used more frequently in cases of 
suspected cancer of the colon. 


Smears of Urinary Sediments, Prostatic Secretion 
and So Forth 


Because such smears depend on a tricky technic, 
it is best to send the urine directly to the laboratory 
after mixture with equal parts of 95 per cent alcohol. 
Urine from women should always be obtained by 
catheterization to avoid contamination by vaginal 
cells. ‘The specimens are centrifugated, and the 
sediment spread on prepared slides, with an adhesive 
coating of egg albumin and glycerol and stained. 
It has been found wise to cover the smears with thin 
celloidin as soon as they have been made, which 
prevents detachment of the cells that have no 
admixture of mucus to keep them on the glass. 


Prostatic Smears 


It is recommended that at least three types of 
sample be taken when the prostate is being investi- 
gated: a small quantity of urine voided in a short 
burst just before prostatic massage; the prostatic 
fluid that exudes from the meatus during the 
massage, which should be very gentle; and the rest 
of the urine in the bladder after the massage has 
been completed. ‘To ‘*make assurance doubly sure” 
it is wise to obtain an ejaculate, since this process 
expels so much prostatic secretion that it would 
tend to carry malignant cells along with it. Pros- 
tatic fluid and ejaculate are smeared directly; the 
urine is handled as described above. 


Breast Smears 


Fluid from the nipple should be obtained with a 
breast-pump and not squeezed out; this avoids 
chances for metastasis. The fluid is smeared 
directly, like sputum or vaginal secretion. 


Smears of Serous Exudates and Transudates 

These are sent in as quickly and in as fresh a 
condition as possible and mixed with 50 per cent 
alcohol. The samples are centrifuged, and the 
sediment smeared in the usual manner. If a “cell 
block”’ is desired the sediment is fixed in the tube 
with any fixing solution desired, and the resulting 
“button” carefully detached and treated like a piece 
of tissue, being imbedded and sectioned in paraffin. 
The stained sections present a solid mass of cells, 
so that examination is much simpler and _ corre- 
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spondingly quicker. Papanicolaou believes, how- 
ever, that entire cells are preferable to sections of 
them and therefore relies entirely on smears. 


Smears of Skin, Lymph Nodes and So Forth 


Lesions of the surface of the skin are simply 
scraped with a scalpel and the scrapings smeared 
onto slides coated with glycerol and egg albumin by 
grinding two slides together over them. Such a 
smear is often cf great diagnostic value and saves 
taking a biopsy. Excellent smears of lymphoid 
tissue may be prepared if one rubs the transected 


surface of a lymph node over a glass slide and fixes 


it in ether and alcohol. 


Other Smears 

For smears of spinal fluids, ocular fluids and the 
like the physician may be left to his own judgment. 
Spinal fluids require long centrifugation; one may 
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obtain ocular fluids by aspiration or by having the 
patient open the eye at operation. 


CoNncLUSsION 
It is apparent that there is nothing very formid- 
able in the utilization of exfoliative cytology; there 
is little or nothing that the physician cannot do 
himself in the way of obtaining specimens. If there 
is a trick in this trade, it is the diagnosis, which 
should admittedly be left to the cytologist. The 
method has long since passed its experimental 
Stages and is now a practical procedure on a sound 
basis. 
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INTERMEDIATE Mycoses 


Sporotrichosis 


It is essential to be constantly alert to diagnose 
diseases that have a specific form of therapy. Sporo- 
trichosis is such a disease. It responds dramatically, 
with the rarest of exceptions to internal iodides. 
This is doubly important because sporotrichosis has 
appeared in epidemic form during the last decade, 
over 2000 cases appearing in a group of mine workers 
in Africa.!?? 

The lymphangitic form'* is well known, but of 
recent years much stress has been placed on the 
atypical, aberrant types of the disease.!"*!* Sporo- 
trichosis may simulate a chronic wart,!?7: 
furuncle!?*"8° or epithelioma."7: 8° It may produce 
disseminated subcutaneous nodules,’ ulcers and 
even widespread visceral involvement.” 

Treatment. Well over 2000 cases were treated in 
the epidemic occurring in the gold mines of Africa. 
lodides were a specific cure for the disease in all 
cases. If a patient is intolerant to iodides, stilbami- 
dine may be worthy of trial.” 


Moniliasts 


Numerous articles attest to the fact that the 
antibiotics — penicillin, chlortetracycline, oxytetra- 
cycline, and chloramphenicol — have increased the 
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incidence of moniliasis, especially of the oropharynx 
and vulvoanal [t that these 
drugs may also precipitate pulmonary moniliasis!*® 
and monilial endocarditis,"*» with its high mor- 
tality. Since the antibiotics do not stimulate the 
growth of Candida albicans in vitro (unless the filler 
contains phosphate ions''), most investigators postu- 


is stated 


late that the endogenous C. albicans is released to 
grow excessively oy the destruction of the inhibitory 
bacterial flora. 
SuperriciaL Mycoses 

Tinea Capitis 

About 1943 an epidemic of scalp ringworm 
appeared in New York City. It was produced by 
the anthropophilic fungus, Microsporum audouini. 
Since that time, this disease has disrupted towns 
and cities in this country, Canada and abroad. It 
can affect up to 12 per cent of the pspulation under 
the age of seventeen'® and persists for months or 
years. A multitude of medicaments to combat the 
infection rapidly appeared. The fungicides were 
supported by glowing clinical reports of cure, but 
controls based on the pathogenesis of this disease 
were lacking. In vitro tests using primary isolates, 
subcultures and stock cultures were upon 
instead of studies of the effect of fungicides on the 
infected hairs. In 1948 Robinson'* conclusively 
demonstrated that numerous popular fungicides, 
when applied to infected hairs for five days, did not 
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prevent the growth of the fungus if the fungicides 
were completely removed from the hairs before 
culturing. This has been verified by Kligman and 
Anderson,’ who kept hairs immersed in some of 
these fungicides for over a month. 

Outstanding investigative work has been done 
and is being carried on by Kligman'® to understand 
the pathogenesis of tinea capitis. By experimental 
human infections, he has shown the following: minor 
trauma is necessary to initiate the infection; only 
60 per cent of children are susceptible to infection; 
the incubation period is three or four days by 
histologic evidence, but fluorescence does not appear 
for two weeks and, certainly, without Wood-light 
examination, no clinical evidence of infection is 
noted for at least three weeks; there are two types 
of infection — ringworm of the scalp and ringworm 
of the hair; active infection takes place in the 
keratogenous zone just above the bulb and extends 
downward as the infected hairs grow outward; one 
can determine activity by epilating peripheral hair 
and finding fluorescence at the base of hairs (positive 
fluorescent test), or by finding positive potassium 
hydroxide preparations from skin scales at the 
periphery; and there is no further spread of the 
disease three months after onset of infection, and 
at this time it is extremely difficult to reinfect 
experimentally, immunity having been established. 

If inflammation is present, there is spontaneous 
cure without treatment.’ “6 The incidence of 
inflammation varies with the different epidemics, 
but may be as high as 40 per cent. 

The time required to cure patients with more 
than a quarter of the scalp infected is usually three 
or four times longer than the average.™ 

All these factors must be taken into consideration 
when fungicides are evaluated in the treatment of 
tinea capitis. 

Rothman et al.'? attempted to explain spon- 
taneous cure at puberty on the basis of increased 
production of odd-numbered fatty acids by. the 
sebaceous glands at puberty. These acids were 
much more fungicidal for M. audouini than for M. 
canis. (The popular fatty acids used today in the 
treatment of tinea pedis are of the same chemical 
composition.) This theory is not in accordance 
with some of the basic findings of Kligman"® in the 
pathogenesis of tinea capitis and has not been veri- 
fied. Also, M. gudouini infection does not disappear 
abruptly at puberty, and some cases are observed 
many years after puberty." 

Just as hope of definitive treatment for this type 
of scalp ringworm is in sight, a new epidemic, 

‘more recalcitrant and producing scars and alopecia, 
—involving adults as well as children, is beginning to 
appear in the southern half of the United States 
from coast to coast.'*- 15° This is caused by the 
nonfluorescent fungus, 7. tonsurans. 

Treatment. X-ray epilation is still the treatment 
of choice in this disease.'* It should be used only in 
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properly selected cases on the basis of the criteria 
outlined above, and should not be given until the 
infection has been present for three months or more. 
After this period, reinfection is rare.'* 


Tinea Corporis 


For the many doctors who have farmers and 
their families as patients, ringworm acquired from 
cattle and horses (“barn itch’) is a common skin 
disease. Four clinical types are found!®*!*; typical 
ringworm patches, but with less tendency to central 
clearing; sharply demarcated, erythematous, edema- 
tous plaques containing grouped follicular pustules 
(agminate folliculitis); large, elevated, boggy masses 
covered with crusts and displaying multiple areas 
of draining purulent material (kerion); and nodules 
with a normal overlying epidermis, characterized 
by marked chronicity (granuloma of Majocchi). 

Trauma is the usual precipitating factor.'* Be- 
cause of the marked local allergic response, the dis- 
ease is usually self-limited in four to eight weeks. 
However, in resistant cases, potassium iodide taken 
internally is of great value.'5?» 

T. rubrum, producing another type of ringworm 
of the body, has been shown to invade subcutaneous 
tissue in human beings, and therefore is not strictly 
a superficial mycotic infection. Wilson'®> has re- 
ported deep nodular lesions of the legs caused by 
this fungus. Examination of tissue sections stained 
by hematoxylin and eosin revealed a granulomatous 
process extending deeply into the cutis. No fungi 
could be found. When sections were stained with 
the Hotchkiss-McManus method, round fungous 
spores were easily located, and cultures were posi- 
tive for T. rubrum. For the first time, Sternberg 
et al.'8 were able to produce lesions experimentally 
in the internal organs of animals with 7. rubrum. 
In a study of mice inoculated with this organism, a 
pathologic process was observed in the omentum, 
liver, spleen and muscles, culminating in chronic 
granulomatous lesions simulating those of Hodgkin’s 
disease. It is important to stress that fungi were 
present in large numbers with the Hotchkiss— 
McManus stain but were entirely absent with 
routine hematoxylin and eosin stain. As suggested 
by Lewis, Hopper and Scott,!®’ Sternberg and his 
collaborators'®* believe that some cases of 7. rubrum 
should be classified under the intermediate mycoses. 


Tinea Pedis 


Although mild ringworm of the feet is usually of 
no consequence per se, its allergic manifestations 
are protean and include, in addition to skin lesions, 
lymphangitis, migrating thrombophlebitis and, ques- 
tionably, thromboangiitis obliterans.'**" In these 
allergic persons, daily antifungal foot care is neces- 
sary to prevent recurrences. This cannot be accom- 
plished unless the commonly associated superficial 
onychomycosis is eradicated by daily use of a nail 
brush and the occasional application of the mild 
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tincture of iodine U.S.P.'® If there is nail involve- 
ment, there is invariably concurrent skin involve- 
ment.!® 


In addition, constant good foot hygiene is neces- ° 


sary to prevent the occurrence of some types of 
penicillin reactions, since the dermatophytes have 
been shown to have an antigen in common with 
penicillin'®® and the dermatophytes elaborate a sub- 
stance identical with penicillin in the process of their 
metabolism.'°* Therefore, tinea pedis may so sensi- 
tize a person that the subsequent use of penicillin is 
complicated by a dermatitis, which, in turn, may 
be perpetuated by the focus of fungous infection. 

Of far more serious consequence is the fact that 
penicillin can cause death, over a dozen fatal 
reactions being known to have occurred immediately 
after the injection of the antibiotic. Penicillin can 
simulate the various reactions caused by horse 
serum. Anaphylactic death may occur when horse- 
serum protein is given to a person with a history of 
asthma from horse dander. Similarly, before peni- 
cillin is given, it is important to know whether the 
patient has a history of atopy, and particularly 
whether it is due to the air molds. It is realized that 
there is no proof as yet of the direct relation be- 
tween mold allergy and penicillin anaphylaxis, but 
until this point is clarified, it is advisable to inquire 
into this possibility. 

The anamnesis pertaining to atopy from inhalant 
molds can be summarized as follows'®*: aggravation 
of atopic symptoms from the time the ground thaws 
out until it is covered with snow; persistence of 
symptoms during the “free period” (end of July) 
between grass and ragweed seasons; exacerbation 
when the patient is in the country or near musty 
basements, woodsheds and so forth; and intolerance 
to yeast and yeast-containing foods, especially beer. 


LABORATORY MYCOLOGY 


To establish the definitive laboratory diagnosis, 
the mycologist must know what mycotic disease or 
diseases are being considered in the differential 
diagnosis of any given patient, and must then collect 
the correct specimens for each specific disease, as 
described recently by Ajello.'®® 

The next step in diagnosis is the direct examina- 
tion of the various specimens. The Arsac modifica- 
tion of the Hotchkiss-McManus method is an im- 
proved technic for diagnosis of ringworm infections 
and moniliasis.!7° For the beginner it is superior to 
the potassium hydroxide preparations. It is im- 
portant to stress that N. asteroides appears in 
Ziehl—-Neelsen stains of smears made from fresh 
purulent material as short branching or single rods 
that are definitely acid fast, simulating tubercle 
bacilli; however, smears made from the primary 
culture of the clinical material show partially and 
irregularly acid-fast elements. With continued 
transfer on artificial mediums, the organisms tend 
to lose the acid-fast property.”° Thus, a diagnosis 
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of tuberculosis cannot be based solely on the find- 
ings of acid-fast bacilli in direct examination of 
sputum. 

It should be emphasized that concentration pro- 
cedures commonly used in the isolation of the 
tubercle bacilli cannot be relied upon for the isola- 
tion of fungi from sputum. Ajello'” experimentally 
demonstrated the following facts: C. albicans will 
be completely destroyed by concentration with 
4 per cent sodium hydroxide, but will survive con- 
centration with 5 per cent sulfuric acid; although 
N. asteroides is occasionally cultured after concen- 
trating sputum with sodium hydroxide,'* it was 
cultured experimentally in every case after the use 
of 10 per cent trisodium phosphate for the con- 
centration of the fungi; Cryptococcus neoformans 
frequently survives concentration with 4 per cent 
sodium hydroxide, if the ratio of alkali to the 
sputum is 1:1, but not as high as 2:1; and B. derma- 
titidis, C. immitis and H. capsulatum are adversely 
affected by all the concentration methods used. 


CuLTuRES 


Sulkin!” recently reported on laboratory-acquired 
infections, 63 of which were caused by fungi. Al- 
though most of these cases were produced by C. 
immitis,'® there is evidence that laboratory infection 
with //. capsulatum is not rare.'™-!7 With this 
warning the various mediums used in culturing of 
fungi, in addition to the well known Sabouraud’s 
and corn-meal agar, are considered. 


Littman’s Oxgall Agar 


It is often necessary to have a medium to restrict 
the growth of both bacteria and the rapid-growing, 
nonpathogenic fungi, particularly in cultures of 
feces or sputum. Such a medium is Littman’s 
Oxgall ag:r.'*© However, this medium is not satis- 
factory for the isolation of H. capsulatum,'™® and 
since it contains streptomycin, Nocardia will be 
destroyed. 


Thiamine-Dextrose Agar 


This is Sabouraud’s medium with the addition of 
thiamine or a few drops of crude liver extract. 
It is necessary for the growth of 7. faviforme, one of 
the causative organisms of “‘barn itch.” However, 
a characteristic, lacy vegetative growth can be 
obtained if this fungus is planted on Sabouraud’s 
medium and cultured at 37°C.!% 


Brain-Heart Infusion Agar 


This is a valuable medium for the isolation of 
H. capsulatum, B. dermatitidis and A. israeli.’ 
For the isolation of H. capsulatum and B. derma- 
titidis, 20 units of penicillin and 40 units of strepto- 
mycin per cubic centimeter are added, and the 
tubes are cultured at room temperature. With 
A. israeli, the antibiotics cannot be added, for this 
organism is sensitive to them. On the other hand, 
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penicillinase is added if the patient has recently 
received penicillin. The plates are cultured anzero- 
bically with 10 per cent carbon dioxide at 37°C. 

Littman et al."® state that the traditional and 
cumbersome technic of deep veal-infusion-agar cul- 
tivation for the isolation of pathogenic anaerobic 
Actinomyces as recommended in many standard 
textbooks is unnecessary, since the nm icro-orginisms 
grow readily in surface colonies on suitable agar 
mediums and may therefore be isolated in the pure 
form by simple bacteriologic technics. 

Erikson’? and later Thompson'’® showed that 
there are two distinct species of anaerobic Actino- 
myces: A. israeli, which causes most of the typical 
infections in man; and A. bovis, which is responsible 
for most cases of lumpy jaw in cattle. A. israeli 
produces rough surface colonies on plates of brain- 
heart-infusion agar, whereas A. bovis colonies are 
smooth. Furthermore, 4. israeli grows as discrete, 
compact colonies in thioglycolate mediums, whereas 
A. bovis grows diffusely. 


HistoLtocic EXAMINATION 


common 


Weed and Dahlin'’® have stressed the 
errors that can be made in an attempt to establish 
an etiologic diagnosis based exclusively on a histo- 
logic examination of tissue. Several cases that were 
initially diagnosed histologically as tuberculosis 


were later proved by culture to be systemic mycoses. 
One of the greatest advances made in the diagnosis 
of mycotic diseases has been the use of the Hotchkiss— 
McManus stain for the histologic diagnosis of fun- 
gous diseases. Kligman et al.'*° pointed out that 
the periodic acid Schiff stain was excellent for the 
demonstration of fungi in tissue. 

The procedure is based upon the fact that the cell 
walls of the fungi are composed of a mixture of 
cellulose and chitin, both of which are absent in 
animal tissue. The Hotchkiss~-McManus technic 
specifically stains such substances and others in 
the chemical class of carbohydrates. Periodic acid 
hydrolysis releases aldehydes, which can then com- 
bine with the Schiff reagent and bring about its 
recolorization in various shades of red and magenta. 
Thus, fungi causing superficial, intermediate and 
systemic mycoses stain various shades of red, and 
the animal tissue remains unstained. Time and time 
again, this stain has demonstrated fungi in tissue 
when the routine hematoxylin and eosin method has 
failed completely to reveal their presence. 

This method of staining should also be of value 
in distinguishing the extracellular microforms of 
B. dermatitidis, which could easily be confused with 
H. capsulatum.”: '*! 


ANIMAL PATHOGENICITY 


The use of gastric mucin to facilitate systemic 
fungous infections in laboratory animals has beer 
another noteworthy advance in the field of medical 
mycology.'*'™ Strauss and Kligman' state that 
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the course of experimental infection with various 
fungi is markedly altered when the organisms are 
suspended in mucin. Death may be produced with 
fungi that are otherwise not lethal. The mouse 
becomes suitable as a susceptible host for all the 
deep mycoses. Larger and more expensive animals 
such as the rabbit or less common animals such as 
the hamste:!* are not necessary. 

Gastric mucin did not have a similar effect when 
the suspensions of fungi were placed on the chorio- 
allantoic membrane of the chick embryo.'™ How- 
ever, the yolk sac of embryonated eggs has proved 
to be eminently suitable for the propagation of 
Actinomyces, Nocardia, H. capsulatum, S. schenckii, 
C. neoformans and C. immitis.'56 15% 


IMMUNOLOGIC PROCEDURES 


The use of skin tests and complement-fixation 
and precipitin reactions in the diagnosis and prog- 
nosis of mycotic diseases has been thoroughly re- 
viewed by Kligman and DeLamater.'*® Tricho- 
phytin, blastomycin, histoplasmin, coccidioidin and 
sporotrichin are the antigens necessary to perform 
the required skin testings. It is essential to read 
these tests at fifteen minutes, twenty-four to forty- 
eight hours and one week.?: 19° 

Through the use of immunologic procedures the 
diagnosis, prognosis and duration of coccidioido- 
mycosis can be determined.? As mentioned above, a 
negative skin test with a rising complement-fixation 
titer signifies a poor prognosis. The precipitin reac- 
tion is positive in early cases, but the complement- 
fixation test must be relied upon for the diagnosis 
of long-standing cases. 

In a report on 40 cases of blastomycosis, Smith! 
divided the cases into four immunologic groups: 

Group 1. Positive skin test and negative 
complement-fixation test. The best prognosis is 
found in this group. 

Group 2. Positive skin test and _ positive 
complement-fixation test. The disease is more 
extensive than in those in Group 1, and the prog- 
nosis is poorer. 

Group 3. Negative skin test and positive 
complement-fixation test. This signifies a poor 
prognosis. 

Group 4. Negative skin test and negative 
complement-fixation test. The disease is too 

early, or, rarely, there is inability to react because 
tissue is “flooded with antigen.” 


The definite prognostic significance attributed to 
serologic tests in coccidioidomycosis and blasto- 
mycosis is controversial when applied to histoplas- 
mosis.!7*) Salvin'® first reported on the use of 
complement fixation in experimentally infected 
animals and in 2 human beings in 1947. The first 
extensive use of the complement-fixation test in 
human subjects by Furcolow et al.'* employed a 
technic devised by Tennenberg and Howell!™ con- 
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sisting of an adaptation of the complement-fixation 
test with histoplasmin as antigen. Grayston'” re- 
cently presented an excellent review on the subject 
of the complement-fixation reactions histoplas- 
mosis. He concluded that it is of definite value in 
diagnostic studies for histoplasmosis. 

The fact that there are cross reactions, both 
skin testing and in complement-fixation tests, 
among histoplasmin, blastomycin and coccidioidin 
and other fungous antigens does not invalidate the 
use of immunologic procedures. By serial dilutions 
of the antigens used in skin testing and of serum 
used in complement-fixation tests, the homologous 
antigen will be detected, for the reaction is more 
intense and appears at higher dilutions with the 
homologous antigen or antibody than with heterol- 
ogous 159 

It is extremely difficult to establish a diagnosis of 
systemic moniliasis, since the causative organism, 
C. albicans, is endogenous. Agglutinins are found 
in the serums of normal persons, but titers are low. 
Children do not exceed 1:10, and adults rarely 
exceed 1:80. Kligman and DeLamater'**’ have 
observed 2 cases of meningoencephalitis in children 
that were due to C. albicans. In 1 the agglutination 
titer was 1:320, and in the other it was 1:640. In an 
adult with extensive pulmonary disease, the titer 
was repeatedly 1:32,000. Such high titers may prove 
to be of the utmost diagnostic significance in systemic 
moniliasis. 


MIscELLANEOUS CONSIDERATIONS 

Alkiewicz!*® has called attention to a delicate 
white nei, arranged parallel with the transverse axis 
of the nail. This is visible through a magnifying lens 
after the application of a drop of cedar oil. Its 
presence is pathognomonic of onychomycosis. 

Sagher'’® noted by histopathologic studies that 
T. violaceum superficially involved the nail plate, 


whereas 7. rubrum was more invasive, and that 
nonpathogenic fungi may become pathogenic to 
nails. 


Haserick!*? may have made an epochal observa- 
tion. The lupus-erythematosus phenomenon is a 
specific test and has amplified the understanding of 
this disease. Haserick noted and proved that fungi 
such as Aspergillus and 7. mentagrophytes induced 
the lupus-erythematosus phenomenon when inocu- 
lated into normal serum. 
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hydrochloride is marketed 
both as an antihistaminic and as a soporific 
drug under various trade names.' As a soporific it 


can be purchased any quantity without a pre- 


scription. 

Reports of its toxicity have been based chiefly on 
animal experiments.?:* 

Wyngaarden and Seevers‘ reviewed the literature 
on the toxicity of antihistaminic drugs in human 
beings. They recorded 11 fatal cases, 8 being in 
children under two years of age. Of the 3 deaths in 
adults, 1 was a suicide with Benadryl.’ Only 1 of 
the 11 cases was poisoning with methapyrilene 
hydrochloride. 

*From the Department of Legal Medicine, Harvard Medical School, 
and the Chemica! Laboratory, Massachusetts De partment of Public Safety. 
A pat fellow in pathology and legal medicine, Harvard Medical 


 congeaain Chemical Laboratory, Massachusetts Department of Public 
Safety. 
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No toxicologic data on blood or gastric contents 
were reported in any of the fatal cases. The authors 
concluded that infants and children seemed pre- 
disposed to convulsions, whereas adults tended to 
manifest central-nervous-system depression. 


Case Report 

The following case§ was studied pathologically 
and toxicologically by our laboratories. 

The decedent, a 19-year-old single woman, was found on the 
floor of her bedroom in convulsions. A scream had summoned 
her neighbors. At her side were 2 empty bottles labeled metha- 
pyrilene hydrochloride (Dormin). A physician sent her to a 
hospital, where she was found to be cyanotic, continued to have 
convulsions and died 45 minutes after admission, 114 hours 
after she was first found. 

Autopsy showed the body of a well developed, well nourished 
woman of about the stated age. A frothy, blood tinged fluid 
oozed from the mouth. 

The heart, spleen, liver, endocrine system and kidneys were 
The lungs were edematous and congested, each weigh- 
The bronchi were lined by a fiery-red mucosa, 
and there was fresh 


normal. 
ing 500 gm. 
suggesting aspiration of gastric content, 
lobular hemorrhage. 

The stomach contained approximately 300 cc. of pink, thick, 
mucoid material. The mucosa showed no injection or ulceration 
and was coated with tenacious pink mucus. No fragments of the 
capsules were found, but the pink color of the mucus was similar 
to that of Dormin capsules. 

The urinary bladder was empty. The uterus was lined by 
menstruai endometrium. The cervix was eroded. 

There were petechial hemorrhages on the undersurface of the 
scalp. ‘The brain, which weighed 1350 gm., was swollen and firm. 
A Model DU Beckman quartz spectrophotometer, with I-cm. 
quartz cells, was used to obtain all spectral data in this paper. 
A 25-mg. capsule of methapyrilene hydrochloride was diluted 
to a concentration of 10 gamma per cubic centimeter and exam 
ined in the spectrophotometer. A spectrum characteristic of 
methapyrilene hydrochloride previously recorded in these lab- 
oratorics was obtained on this capsule (Fig. 1). 

One gram of stomach content was made alkaline with 10 per 
cent sodium hydroxide and extracted with 3 10-cc. portions of 
chloroform. The chloroform was extracted with dilute hydro- 
chloric acid, and the aqueous portion examined in the spectro- 
photometer. A spectrum of methapyrilene hydrochloride was 
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obtained (Fig. 2). The stomach was calculated to contain 


240 mg. of methapyrilene hydrochloride per 100 gm. of original 
stomach content. Total stomach contents comprised 720 mg. of 
methapyrilene hydrochlioride. 

Five cubic centimeters of blood serum was made alkaline with 
10 per cent sodium hydroxide and extracted with 2 20-cc. portions 
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Ficure 1. Absorption Spectrums of Methapyrilene Hydrochloride. 


of chloroform. The chloroform was evaporated to an approxi- 
mate volume of 1 cc., and an ascending paper chromatogram 
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Ficure 2. Absorption Spectrums of 1 Gm. of the Stomach Contents 
after Acid Extraction. 


was made with this extract.? By the same procedure a paper 
chromatogram was made with methapyrilene hydrochloride. 
The solvent system for the paper chromatograms was n-butanol 
and glacial acetic acid in a 10:1 ratio, saturated with water. 
The chromatogram was allowed to remain in the solvent 
system for 16 hours. It was then removed and dried. The 
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methapyrilene hydrochloride chromatogram developed a spot 
at Rf 0.66 on treatment with Dragendorff’s reagent.? The 
chromatogram obtained from the decedent’s blood serum was 
cut approximately in half vertically. One portion of the chromato- 
gram developed a spot at Rf 0.66 on treatment with Dragendorff’s 
reagent. The area corresponding to Rf 0.66 was cut out of the 
other portion and eluted with dilute hydrochloric acid. The solu- 
tion was examined in the spectrophotometer, and a spectrum 
characteristic of methapyrilene hydrochloride was obtained. The 
serum was calculated to contain 1.2 mg. of methapyrilene 
hydrochloride per 100 ce. 

Known amounts of methapyrilene hydrochloride were added 
to serum. Chromatograms were prepared as described above. 
Recovery of the drug averaged 89 per cent. 


Discussion 

The autopsy findings were consistent with con- 
vulsions and anoxia. No cause of death was appar- 
ent morphologically. Chemical analysis of the blood 
and stomach contents accounted for approximately 
747 mg. of methapyrilene hydrochloride, which is 
equivalent to 29 25-mg. capsules of Dormin. It is 
not known whether a physiologically active metabo- 
lite of methapyrilene not measured in our chromato- 
grams exists. 

Because of the amount of the drug ingested and 
because a history of a recent disappointment was 
obtained, the death was ruled a suicide. 


SUMMARY 


A case of suicidal ingestion of at least 747 mg. of 
methapyrilene hydrochloride is presented. A method 
for estimating methapyrilene hydrochloride in blood 
serum by paper chromatography is described. 
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DOCTORS AFIELD 
Arthur Conan Doyle 
S. Jounson, M.D.* 


SPRINGFIELD, MASSACHUSETTS 
RTHUR CONAN DOYLE was born in Edin- 
burgh in 1859, the fourth of 10 siblings. His 
parents were Irish Catholics of distinguished, but 
by no means affluent, ancestry that was endowed 
with considerable artistic talent on the paternal 
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side. Arthur’s formal education was under Jesuit 
auspices, first at Stonyhurst and then at Feldkirch 
in western Austria. It was during his year on the 
Continent that he was first introduced to the 
mysteries of Edgar Allan Poe, whose C. Auguste 
Dupin was the forerunner of Sherlock Holmes and 
of today’s fictional analytical detectives. 

Doyle’s mother seems to have chosen the career 
of medicine for him, and she bore the brunt of the 
stress on the family budget imposed by his medical 
education. He matrfculated at the University of 
Edinburgh in 1876, receiving his medical degree 
five years later. He appears to have been only an 
average student despite other evidence of sound 
intellectual equipment, but he never displayed a 
burning enthusiasm for medicine as a career. The 
necessity for earning money during his study of 
medicine furnished some distraction. So likewise 
did various extracurricular interests. He was 
possessed of a large, powerful and well co-ordinated 
physique and a tremendous vitality that kept him 
actively interested in all forms of athletics well 
into middle life. 

His years at Edinburgh were significant chiefly 
in his contact with Joseph Bell, the eminent sur- 
geon at the Royal Infirmary, who was famous for 
his keen observation and his unusual powers of 
deduction. Bell loved to astound his students by 
revealing various minutiae of a patient’s daily life 
that he had deduced from a few minor physical 
characteristics. On one occasion he was demon- 
strating a patient with a submaxillary swelling due 
to the occlusion of the salivary duct by a food 
particle. The students displayed their customary 
deferential wonder when the patient confirmed 
Bell’s deduction that he was a musician and played 
a wind instrument. There was some dismay when 
it was revealed that the instrument was an accor- 
dion, but the idol was restored to his pedestal when 
the patient admitted that he was a glass blower 
by trade. There is litthe doubt that Sherlock 
Holmes was eventually created in Bell’s physical 
and intellectual image even though Poe’s Dupin 
furnished the original inspiration. Before taking 
his degree in 1881 Doyle served during a vacation 
as medical assistant to a practicing physician and 
during that time sold his first short story, but Sher- 
lock Holmes was not created until 1886. In 1880 
Doyle went as ship’s surgeon on a seven-month 
whaling cruise to the Arctic, and shortly after grad- 
uation he served in the same capacity on a cruise 
to the African gold coast. 

In 1882 he declared himself an agnostic, forsak- 
ing Roman Catholicism and with it the active 
material support of influential relatives that might 
have ensured a successful medical practice. His 
first venture into medical practice was in the role of 
quasi-partner to a near-quack contemporary in 
Plymouth. After a few months he set up for him- 
self in Portsmouth and here began his literary 
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career, which was to supplant the practice of medi- 
cine eight years later. In 1885 he took his post- 
graduate doctoral degree at Edinburgh, and a few 
months later he married Louise Hawkins, whose 
brother ke had cared for in his fatal illness. Al- 
though Doyle appears to have been a conscientious 
and capable practitioner he lacked either the show- 
manship or the enthusiasm requisite for commercial 
success; in that third year of practice his professional 
income reached a peak of £300, which it never ex- 
ceeded. Short stories were by this time furnishing 
a modest but uncertain supplement, and the foun- 
dation of future affluence was laid in 1887, when 
Sherlock Holmes appeared in ‘‘A Study in Scarlet” 
after several editorial rejections. Although this 
literary creation may not have been as original as 
some of his devotees have assumed, Doyle was re- 
sponsible for evolving some original criminologic 
methods such as the plaster-of-Paris impressions 
of footprints that Hans Gross later incorporated 
in his “Criminal Investigation,’ which became the 
standard textbook of the day. 

Although his six novels and two books of short 
stories had brought only trifling financial returns 
by 1890, Doyle resolved to jettison his dwindling 
medical practice and spend a year in postgraduate 
medical study on the Continent. On his return he 
set up in London as an eye specialist but not a 
single patient ever rang his bell. By this time 
Sherlock Holmes had made him famous, and after 
a nearly fatal attack of influenza he definitely for- 
sook the practice of medicine. Popular and edi- 
torial demand for Sherlock Holmes stories was now 
so great as to interfere with his plans for other 
novels of greater literary pretension. Quadrupling 
his fees failed to dull the publishers’ enthusiasm, 
and finally in self-defense he engineered the death 
of Sherlock Holmes at the hands of the villainous 
Professor Moriarty in 1893. 

In this year the recognition of Mrs. Doyle’s 
tuberculosis forced upon them a nomadic career in 
search of a curative climate. The next year found 
them in Switzerland with their young son and 
daughter. Doyle imported some Norwegian skis 
for himself and his friends and soon popularized 
the sport in his immediate neighborhood. One 
biographer even gives him credit for having been 
the first to introduce skiing into Switzerland. Later 
in the same year he made the first of numerous 
successful lecture tours of the United States. 1896 
found him in Egypt just as the British government 
decided to retake the Egyptian Sudan. With his 
characteristic enthusiasm Doyle became a_ war 
correspondent for the Wesiminster Gazette, and, 
although he had to return to England before hos- 
tilities began, the adventure furnished background 
material for yet another novel. 

In response to insistent demands he revived 


Sherlock Holmes in a play, which, in garbled form, 
starred William Gillette in 1899, but he did not 
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resume the writing of Sherlock Holmes stories until 
1903. In the meantime the Boer War began to 
divert his energies from his high-pressure literary 
production. Here was another worthy cause for 
him to espouse, and in he leaped. He volunteered 
as either a combatant or a medical officer and 
eventually joined the Langman Hospital group in a 
quasi-medical capacity. After landing in South 
Africa in 1900 he began to observe at first hand 
the medical and military blundering that almost 
lost the war for Britain. He, too, fell a victim to 
the ubiquitous ‘enteric [typhoid] fever,” but 
thanks to his rugged constitution and to previous 
inoculation he survived the ordeal. On his return 
he wrote his prophetic article on Army reform, 
which must have pushed the old guard to the verge 
of apoplexy. The same convictions led him to stand 
for Parliament from an Edinburgh district; he 
lost the election by only a small margin. In 1902 
he was knighted in recognition of his literary ac- 
complishments as well as for his services to the 
Crown as a pamphleteer against anti-British 
atrocity propaganda arising out of the Boer War. 

A year after his wife’s death in 1906 he married 
Jean Leckie, and this union was eventually blessed 
with two sons and a daughter. Now he began to 


be personally thrust into the role of Sherlock 
Holmes, first in the redirection of blind justice that 
had gone astray and later in the solution of un- 


solved crimes. He seems to have played this role 
with both vigor and discretion and no small degree 
of success, thanks to the application of truly Holmes- 
ian methods. Unfortunately, he did not always 
apply the same penetrating analysis to his own 
affairs, and considerable amounts of his now sub- 
stantial fortune were frittered away on various 
harebrained business ventures. Bogus gold mines, 
sunken Spanish treasure and a coal mine contain- 
ing fireproof coal ‘were among his less profitable 
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investments. In the meantime numerous plays 
and a constant stream of novels flowed from his 
pen, as well as pamphlets protesting the atrocities 
in the Belgian Congo. One of his most prophetic 
stories, entitled “Danger,” was published in 1912. 
In it he depicted England brought to terms by 
a small nation with a few ultramodern submarines 
and blueprinted with surprising accuracy many of 
the practices of naval warfare for the next thirty 
years, 

World War I found Doyle in the usual eager 
civilian’s ancillary roles. The Home Guard, trips 
to the front as a war correspondent, the design of 
body armor, which failed to impress the War 
Office, the invention of an inflatable life belt — all 
came under the spell of his contagious enthusiasm. 
In 1915 his brother-in-law, Malcolm Leckie, died 
of wounds, and a coincidental spiritualistic ex- 
perience finally converted Conan Doyle to a belief 
in spiritualism, which had first aroused his skeptical 
interest in 1887 and in which he had dabbled dur- 
ing the intervening years. This was a profound 
shock to his literary fans, who had always regarded 
him as the epitome of reason and sound common 
sense. By 1919 this had become a monomania, 
and thenceforth he wrote only in this cause. By 
1923 he had traveled 50,000 miles, had addressed 
250,000 people at home and abroad, and had spent 
the equivalent of $1,000,000 of his own funds to 
promote the cause of spiritualism. He died in 1930, 
about seven months after a premonitory coronary 
occlusion, 
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CASE 39401 
PRESENTATION OF CASE 

A thirty-eight-year-old sales clerk was admitted 
to the hospital because of back pain and cough. 

About seven years before admission the patient 
noted the onset of a dry hacking cough that was 
often brought on when he lay on his left side and 
was associated with nonradiating left subscapular 
pain. ‘These symptoms persisted, and four years 
before admission, the pain grew worse, and began 
to extend to the right subscapular region. At this 
time the patient was admitted to another hospital, 
where an exploratory operation was performed, after 
which he was told he had an inoperable blood-vessel 
tumor. ‘Two years before admission, dysphagia 
began, and wasting of the muscles of the right hand 
became apparent. The right subscapular pain was 
now so severe as to require about 25 aspirins a day. 
During the past two or three years he had “‘spells”’ 
lasting ten or fifteen minutes during which he was 
unable to speak. Headaches were frequent. Shortly 
before admission, swelling of the ankles was noted. 
His symptoms had become progressively worse. 
He denied ever having had syphilis. 

Physical examination revealed an anxious man in 
no distress. The chest was deformed, the left side 
of the sternum projecting anteriorly, and on the 
left the ribs were depressed to form a shallow hollow 
in the anterior chest wall. The left radial pulse was 
strong, but the right could not be felt. A weak 
brachial pulse was palpable on the right. The right 
femoral pulse was strong, and the left weak. The 
right dorsalis-pedis pulse was strong, and the left 
absent. Both carotid pulses were strong. A tracheal 
tug was felt, and marked pulsation seen in the right 
The point of maximal im- 
pulse of the heart was at the costal margin and to 
the right of the midclavicular line. A thrill and a 
forceful systolic beat could be felt over the upper 
part of the left side of the chest anteriorly, and 


supraclavicular space. 
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were associated with a harsh, Grade 4 murmur. 
Wasting of the right thenar muscles was apparent. 

The temperature, pulse and respirations were nor- 
mal. The blood pressure was 120 systolic, 90 dias- 
tolic, in the left arm and 90 systolic, 80 diastolic, 
in the right. 

The urine was normal. Examination of the blood 
demonstrated a hemoglobin of 13.4 gm. per 100 cc. 
and a white-cell count of 8500. The total protein 
was 7.1 gm., with an albumin-globulin ratio of 1.7, 
the nonprotein nitrogen 28 mg., and the fasting 
blood sugar 88 mg. per 100 cc.; the prothrombin 
time was 20 seconds (normal, 14 seconds). Serologic 
tests for syphilis were negative. An electrocardio- 


Ficure 1. 


gram showing low 'T waves was not quite normal, 
but was not diagnostic. Roentgenograms and fluoro- 
scopic examination of the chest disclosed paralysis 
of the left vocal cord and perhaps weakness of the 
right. A huge aneurysm was seen to involve the 
arch and proximal descending aorta (Fig. 1, 2 and 3). 
The aneurysmal sac was partially calcified. The 
ascending aorta was somewhat dilated, as was, prob- 
ably, the innominate artery. The esophagus was 
displaced anteriorly and to the right, and the trachea 
anteriorly. No bone erosion was apparent. The 
lungs were emphysematous, with blebs at the right 
apex and a few flecks of calcification at the left apex. 
The heart was not grossly enlarged and showed nor- 
mal pulsations. An intravenous pyelogram was 
normal. 

The patient refused recommended operation and 


was discharged. Several days later he returned, 
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having changed his mind. Findings were as before, 
and on the third hospital day an operation was 
performed. 


DirrERENTIAL DiaGnosis 


Dr. James H. Currens*: I should like to know 
what tests for syphilis were done and whether a 
quantitative serologic test was done. 

Dr. Roperr R. Linron: We ordered quantitative 
serologic tests, but the report had not come through. 


Ficure 2, 


I thought it was of academic interest so far as the 
surgical treatment was concerned. 

Dr. Currens: | should be inclined to agree with 
Dr. Linton that the diagnosis seems quite straight- 
forward in this case and should like to discuss the 
case as if I really knew the diagnosis. The points 
in favor of the diagnosis will be discussed as well 
as the points against it, which are also noteworthy. 
There seems to have been little doubt in the mind 
of the radiologist that this patient had an aneurysm. 
Perhaps I may see the x-ray films first to orient 
myself about the size and position of the mass in 
the chest, which was described as being saccular 
and in approximation to the aorta. 

Dr. Josepn Hanetin: There seems to be little 
question that we are dealing with a huge aneurysm 
of the thoracic aorta. There is saccular dilatation of 
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the transverse portion and of the proximal descend- 
ing portion and perhaps a shade of enlargement of 
the ascending aorta (Fig. 1, 2 and 3). The heart is 
not particularly enlarged. ‘The esophagus is dis- 
placed toward the right and anteriorly, and the 
trachea is displaced anteriorly. ‘There are some old 
calcified scars in the apex and base of the left lung, 
and there appear to be emphysematous blebs at 
the right apex. The aneurysm probably extends to 
involve the innominate and subclavian arteries on 
the right side. On fluoroscopic examination it 1s 
possible to see the arytenoids move during phona- 
tion, and on this basis the fluoroscopist could observe 
the effect of pressure on the laryngeal nerve. ‘The 


Ficure 3, 


pyelogram was normal except for duplication of 
the left renal pelvis. 

Dr. Currens: Do you think there are two sacs or 
one lobulated sac? 

Dr. Hanewin: I think the aneurysmal dilatation 
Although originally erosion was not 


is continuous. 
suspected, there is some spreading of the ribs on the 
left side, and there may be some erosion of the 
anterior ribs superiorly and possibly also some 
erosion of the sternum. 

Dr. Currens: Do you see any calcification of the 
ascending aorta? Calcification in the wall of the 
aorta sometimes heips in the diagnosis of syphilitic 
aortitis. Is that not true? 

Dr. Hanewin: Yes; it is. There is none in the 
ascending aorta on these films. When calcification 
primarily involves the ascending portion of the 
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aorta or involves the ascending portion to a greater 
degree than the remainder, we often find that we 
are dealing with syphilitic aortitis. 

Dr. Currens: Do you see calcification within the 
mass? 

Dr. Hanewin: In one of the films some calcifica- 
tion is visible within the wall of the aneurysm, 
primarily in the transverse portion. 

Dr. Linton: Are these the only x-ray films you 
are going to show? 

Dr. Hanewin: They are the only ones I intended 
to show; there was no great revelation from the 
angiocardiogram. 

Dr. Currens: I should like to ask Dr. Hanelin 
one more question. Would you expect the patient 
to have had hoarseness if he had had paralysis of one 
and weakness of the other vocal cord? If this ob- 
servation is to be taken at face value, I should 
expect some hoarseness or a history of hoarseness. 

Dr. Hanewin: I think there is generally hoarse- 
ness with paralysis. Was there hoarseness in this 
patient, Dr. Linton? 

Dr. Linton: I did not notice it in talking with 
him. 

Dr. Currens: I am told by the otolaryngologists 
that the hoarseness may disappear after a time even 
though one vocal cord is weak or paralyzed. 

I should like to make a diagnosis of syphilitic 
aneurysm of the aorta and to give my reasons. Cer- 
tainly, the history of cough and chest pain is quite 
consistent with an aneurysm involving the arch and 
descending portion of the aorta. The duration of 
seven years is somewhat disquieting. The symptoms 
are frequently more progressive than this patient 
demonstrated, but with clotting in the aneurysm it 
is quite possible for the aneurysm to remain the same 
size for many years, sometimes for ten or fifteen 
years. The calcification, although within the sac 
itself, does not help much because clotted blood oc- 
casionally calcifies and is demonstrable on the x-ray 
films. ‘The involvement of the innominate artery on 
the right undoubtedly accounts for the reduced 
circulation of the right arm and hand. The tracheal 
tug is a classic sign. The cervical pulsation is merely 
a reflection of expansile pulsation or possibly of 
transmitted pulsation to the neck, and since this 
mass was predominantly on the left it is under- 
standable that the pulsation was on the left. The 
location of this mass is characteristic of syphilitic 
aneurysm, which involves the arch or descending 
aorta. The fact that it was saccular is quite consist- 
ent. The patient was a male, which is also in favor 
of syphilitic disease since there is a ratio of males to 
females with cardiovascular syphilis of about 3 or 
4 tol. 

There are two or three disquieting features about 
this case, however. At the age of thirty-eight years, 
the patient had symptoms dating back seven years, 
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which means that he had the aneurysm at the age of. 
thirty-one, an unusually young age for a syphilitic 
aneurysm; the early onset does not exclude the 
diagnosis, however, since syphilis may reach the 
tertiary stage in two to five years in an occasional 
patient. Moreover, I do not know when the primary 
infection may have occurred. If infection started 
at the age of fifteen, it is conceivable that it became 
tertiary at this age. The duration of the chest pain 
is somewhat against the diagnosis. The negative 
serologic tests bother me considerably more than 
they did Dr. Linton. I think it is quite important 
to obtain a quantitative serologic test in a patient 
with these findings since by that means only is it 
possible to pick up the “zoning” phenomenon 
sometimes referred to as the prozone phenomenon 
~—— that is, in the low dilutions of serum, the serologic 
test is negative; it then becomes positive on dilution 
and on still further dilution becomes negative again. 
Even if this quantitative test had been negative, 
I do not think it would exclude the diagnosis. 
Dr. Chester Frazier,' of this hospital, has reported 
9 cases in a series of 164 that were diagnosed as 
cardiovascular syphilis in the absence of positive 
quantitative serologic tests. Since this was a clin- 
ical study, the results may not agree with the ana- 
tomic diagnosis, but at least 9 of 164 cases, about 
5 per cent, may have negative quantitative serologic 
tests with enough other evidence for one to make a 
clinical diagnosis of cardiovascular syphilis. I do 
not know of a study correlating negative serologic 
evidence for syphilis with a positive autopsy diag- 
nosis of cardiovascular syphilis. 

Other types of aneurysm should be considered. 
Congenital aneurysm, sometimes referred to as 
Marfan’s syndrome, which is a congenital anomaly 
associated with arachnodactyly, highly arched 
palate and usually dislocation of the lenses of the 
eyes, is an accepted syndrome originally described 
by a French pediatrician. Those aneurysms are 
usually dissecting, not saccular in appearance as this 
mass was. Dissecting aneurysm of the aorta would 
be highly unlikely in a patient of this age without 
hypertension and with symptoms for seven years. 
The only finding consistent with dissecting aneurysm 
is the disturbance of circulation to the left leg, 
which is hard to explain on any other basis with 
the possible exception of embolism from the heart 
or from the aneurysm; embolism from an aneurysm 
is extremely rare. Mycotic aneurysm seems well 
excluded on the basis of size, duration and lack of 
fever. 

Other conditions that should be considered are 
extravascular tumors in proximity with the aorta 
that might produce signs quite in keeping with an 
aneurysmal dilatation or sac bulging from the aorta. 
A dermoid cyst, I suppose, should be considered, 
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but the mass was in an unusual position for a 
dermoid cyst; the fact that the mass had calcifica- 
tion in it does not help because calcification is occa- 
sionally seen inside a dermoid cyst. 

The headache is still unexplained. I should like 
to know whether or not there was central-nervous- 
system syphilis in a patient who presumably had 
cardiovascular syphilis. I think cerebrospinal-fluid 
examination would have been desirable in this case. 
The “spells”? that the patient had I am also unable 
to explain. Vertigo is a symptom that is described 
by some patients with aneurysm of the aorta and is 
unexplained so far as I know. 


CurnicaL Dracnosis 


Syphilitic aortic aneurysm. 


Dr. James H. Currens’ D1acnosts 


Syphilitic aortic aneurysm. 


ANATOMICAL D1aGNnosis 


Dissecting aneurysm of the aorta, healed. 


PatHoLoGicaL Discussion 


Dr. Benjamin CastiemMan: Dr. Linton, would 
you discuss the preoperative findings? 

Dr. Linton: I should like to defend my statement 
that the serologic test was only of academic interest; 
I was speaking from the point of view of therapy. 
Since this man had an aneurysm, although we were 
interested in the quantitative blood Hinton test, 
we did not believe that it would make any difference 
to the therapy whether it was positive or not. 

When I saw the patient in 1951, I advised him 
to have something done, but he refused, probably, 
in part, because he had had an exploratory opera- 
tion a year or two previously and the surgeons had 
merely backed out. The angiocardiogram, I think, 
is worth showing even though the changes may be 
difficult to see. Having seen the inside of this man’s 
chest, I know exactly what it shows although I 
was not so sure before I operated. The arch of the 
aorta is clearly seen, with the right innominate and 
the left common carotid arteries coming off it, and 
appears to be normal. The left subclavian artery 
cannot be seen. 

Dr. Castieman: Will you tell us what you did at 
operation? 

Dr. Linton: I was suspicious that this was not a 
syphilitic aneurysm when I first saw this patient, but 
I decided that, despite the negative blood Hinton 
test, on a percentage basis I had to make a diagnosis 
of syphilitic aneurysm because 95 to 99 per cent of 
thoracic aneurysms are syphilitic. Our operation 
was designed either to remove this aneurysm or to do 
a plastic procedure upon it. Dr. Michael F. 
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DeBakey, professor of surgery at Baylor University 
College of Medicine in Houston, Texas, who was 
here at the time, reported that he had removed a 
number successfully; for that reason we asked him to 
help with the operation. The aneurysm was found to 
arise from the arch of the aorta immediately distal to 
the left common carotid artery. The aorta proximal 
to that part was normal in size and appearance so far 
as I could tell grossly. The aneurysm was excised. 
The aorta had to be clamped completely off just 
distal to the left common carotid artery — the left 
subclavian artery arose from the aneurysmal sac. 
The clamp was on the arch of the aorta for an 
hour and a half so it would have been interesting to 
know what would have happened to the spinal cord 
if the patient had lived. We had great difficulty in 
controlling the bleeding after we had re-established 
circulation by means of end-to-end anastomosis of 
the descending thoracic aorta with the transverse 
arch. Blood kept coming from somewhere, but we 
could not ascertain where; it was not until Dr. 
Castleman discovered the actual disease that we 
knew what our difficulty had been. The patient died 
on the operating table in shock from uncontrolled 
hemorrhage. 

Dr. Castiteman: At autopsy the right and left 
common carotids came off the aorta. ‘There was no 
innominate artery. The right subclavian artery, 
which was resected with the operative specimen, was 
occluded at its origin by old organized thrombus. 
The left subclavian artery was also tied at operation. 
The aorta was found to have a healed dissecting 
aneurysm. The original lumen between the intima 
and the dissection channel can be seen in the autopsy 
specimen, but we did not recognize it in examining 
the operative specimen. We were able to piece the 
aorta together after autopsy and realized that the 
smooth-lined hole about 1.5 cm. in diameter that 
opened into the saccular dilatation of the operated 
specimen represented an old epithelized tear into the 
dissection channel. The dissection in turn re-entered 
the original lumen through the orifice of the right 
renal artery, which had been torn completely at the 
time of the original dissection. Blood to the right 
kidney had subsequently entered the renal artery 
from the new channel. 

We have now had 2 or 3 dissecting aortic aneu- 
rysms, and a few have been reported elsewhere, in 
which the dissection bulged so much that it”simu- 
lated the ordinary saccular aneurysm and was mis- 
taken for a syphilitic or arteriosclerotic aneurysm. 
When the surgeons anastomosed the aorta in this 
patient they apparently did not realize that there 
was another channel; the bleeding that they could 
not control was coming from the second. lumen. 
Although they did suture the original aortic lumen 
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they did not suture the healed dissection channel 
very tightly. 

Dr. Linton: What we did was to anastomose the 
primary aortic lumens, and we left the healed dis- 
sected lumen open because we did not know it was 
there. 

Dr. Epwarp F. Biann: It is interesting that the 
lower opening saved the patient’s life originally and 
then did him in at operation. 

Dr. Linton: I believe that this may have repre- 
sented an aneurysm that started in the left sub- 
clavian artery. 

Dr. Castieman: I doubt if that is so because 
microscopical examination of the entire aorta showed 
a severe medial necrosis such as is seen in the 
younger patients with dissecting aortic aneurysm. 
Gore,? who studied the cases at the Armed Forces 
Institute of Pathology, described more than 30 cases 
in men under forty who had dissecting aneurysms 
of the aorta and who died during the initial attack. 
In these cases the elastica was much more destroyed 
than the muscle. Older patients may show more 
destruction of the muscle layer. Gore also noted 
that the dissecting aneurysms were often associated 
with congenital anomalies. In this case there was 
no innominate artery. 

Dr. Linton: In this case, were there other con- 
genital anomalies? 

Dr. Castieman: We found nothing that would 
suggest a Marfan syndrome, although that is often 
associated with a dissecting aneutysm., 

Dr. Atrrep Kranes: Is it not unusual to see 
medial necrosis in a young person with a normal 
blood pressure? 

Dr. Castieman: It is not characteristic of the 
younger patients with changes in the media of the 
aorta to have associated hypertension. Most of the 
older patients, on the other hand, have had hyper- 
tension. 

Dr. 
left iliac artery? 

Dr. Castieman: No; I do not know what the 


cause of the diminished pulsation in the left leg was. 


Currens: Was there involvement of the 


Dr. Currens: The normal size and caliber of the 
aorta as far as the arch demonstrable by angiogram 
could be used as an argument against syphilitic 
aortitis. The syphilitic aorta is a dilated aorta 


where it is involved by the disease. 
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CASE 39402 
PRESENTATION OF CASE 


A twenty-seven-month-old girl was referred to 
the hospital because of abdominal pain. 

Her mother said that for the past two months 
the patient had had episodes of abdominal pain be- 
ginning at any time of the day or night, lasting 
less than one minute, occurring once or twice a day 
and apparently being unrelated to bowel movements, 
meals or activity. At those times the child pointed 
to the middle of the abdomen, said “sore tummy,” 
clutched herself and then in a little while went on 
playing. About six weeks before admission she had 
two episodes of vomiting. She did not have diarrhea, 
constipation, melena or pain on defecation. There 
had been no change in appetite; the stools had not 
been bulky or frothy. She was said to have put 
things in her mouth, and on one occasion her mother 
had found a pin in the stool. Repeated episodes of 
otitis media during the six months before admission 
had been treated with chlortetracycline. 

Physical examination showed a well developed 
and well nourished child in no distress and was 
negative except for marked scarring of the ear drums. 


There were no palpable organs or masses in the ab- 


domen. During the examination the patient com- 


plained of a “sore tummy” but permitted deep 
abdominal palpation without guarding. 

The temperature, pulse and respirations were 
normal. 

The urine was normal. Examination of the blood 
revealed a hemoglobin of 11.3 gm. per 100 cc. and 
a white-cell count of 8900, with 55 per cent neutro- 
phils, 40 per cent lymphocytes, 3 per cent mono- 
cytes and 2 per cent eosinophils. A stool specimen 
A plain film of 
the abdomen showed an abnormal gas pattern in 
the right side of the abdomen suggesting gas in 
loops of small bowel. Some gas and stool was seen 


was brown and guaiac negative. 


in the descending colon and rectum. The iliopsoas- 
muscle shadows and properitoneal fat lines were 
normal. The liver was normal in size, but the 
spleen appeared to be enlarged. On barium-enema 
examination (Fig. 1) the barium flowed readily 
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through the rectum and a loop of sigmoid and up 
the descending colon without revealing any ab- 
normality. It then filled several redundant loops 
of large bowel that occupied the left side of the 
abdominal cavity, passed through a portion of 
large bowel transversely across the lower lumbar 
region, and appeared to pass from this portion 
of the colon into a narrow area of bowel through 
which it would not pass more than 7 cm. The last 
7 cm. of bowel had the appearance of terminal 
ileum, and the portion of large bowel lying trans- 


Figure Barium-Enema Examination. 


The larger portion of the colon lies within the left side of the abdomen. 
The arrow points to the region of the ileocecal valve. 


versely across the lower lumbar region was thought 
to represent the sigmoid colon. A gastrointestinal 
series showed a _ normal-appearing esophagus, 
stomach, duodenum and jejunum. The ileum ex- 
tended up into the right upper abdomen. The 
mucosal pattern of the bowel appeared a little 
irregular, with some pooling of barium, but this 
may have been due to the fact that the patient 
would drink only a small quantity of the barium. 
In the hospital the patient’s condition remained 
unchanged. On the seventh hospital day an opera- 


tion was performed, 
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é 
DIFFERENTIAL DraGnosis 


Dr. Joun W. Raker*: Except for the possibility 
of an enlarged spleen nothing in the protocol ap- 
pears to suggest a lesion outside the gastrointestinal 


tract; therefore, I am going to eliminate all lesions 
except those of the gastrointestinal tract. What 
are the possible causes of a gastrointestinal-tract 
difficulty? Obviously, one is inflammation, which 
I am going to exclude immediately although I 
cannot say that the patient did not have acute 
appendicitis recurring over a long period and I 
cannot say that she did not have an acute Meckel 
diverticulum. The possibility of foreign body is 
raised by the information about a pin in a stool. 
Usually, foreign bodies pass spontaneously, and 
they are often radio-cpaque; there was no definite 
history of a foreign body and nothing to suggest a 
hairball in the stomach so that I am going to elim- 
inate that. 

Mechanical factors appear to be the most likely 
possibilities. A hernia been reported. 
There was no history of any previous operations so 
that I do not expect a band adhesion of that kind. 
That brings me immediately to the most likely 
diagnosis — namely, some congenital abnormality. 


had not 


There are two categories of congenital defects in 
the gustrointestinal tract: the first includes all 
causes of permanent changes in the bowel, and the 
second includes causes of recurring abnormalities 
that between episodes leave a fairly normal bowel. 

Of the permanent changes, I cast out atresia be- 
cause the child was much too old and atresia would 
have been discovered and treated much sooner than 
this. Did she have stenosis? We know that em- 
bryologically there is the possibility of a diaphragm- 
like stenotic area in the small bowel or even in 
the large bowel, which could contain an opening 
wide enough to permit a child to go on to this age 
with recurrent episodes of pain and give a picture 
something like this. In the Children’s Hospital 
series! 8 of the 71 patients with stenosis were older 
than a year, and | was nine. However, these patients 
are usually feeding and nutritional problems and 
they have scanty stools containing curds. These 
findings were not reported in this particular child; 
indeed, it was clearly stated that she was well de- 
veloped That 
argues somewhat against the possibility of a per- 


manent abnormality in the gastrointestinal tract 


and well nourished. statement 


*Assistant in surgery, Massachusetts General Hospital 
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and is in favor of an intermittent obstruction. I 
shall cast out annular pancreas on the same basis 
that I cast out stenosis, for I think it is even less 
likely. An annular pancreas is usually higher in the 
gastrointestinal tract than this lesion was. 

Did she have a duplication of the intestine? Of 
course I cannot exclude that entirely, but no mass 
was felt and none was suggested in the x-ray re- 
port. There was no evidence of hemorrhage as 
there sometimes is if the duplication has a com- 
munication with the bowel. I cannot exclude it, 
but I do not think it is very likely unless it was a 
very small duplication that caused intussuscep- 
tion. 

What about intermittent causes of obstruction? 
I think I am more likely to find the correct diag- 
nosis in this group. Intussusception is the first one 
that comes to mind. The child could have had a 
Meckel diverticulum that had intussuscepted from 
time to time, giving a picture just like this, or a 
duplication that was doing the same thing. There 
are some points against intussusception, however. 
No mass was ever described either by palpation 
or in the x-ray films, no melena was observed, and 
the guaiac test on the stool was negative. Of course 
those two facts do not exclude intussusception com- 
pletely, but there is usually evidence of blood in 
the stool; about 85 per cent of the patients in most 
series of intussusception have some melena. I can- 
not exclude it entirely, but I do not think it the 
most likely cause of this patient’s trouble. 

The most likely cause in my mind is some con- 
The 


x-ray film itself suggests a malrotation of the large 
y ge 


dition producing an intermittent volvulus. 
bowel. There are two main difficulties associated 
with malrotation. Usually, there is a band from the 
malrotated cecum that crosses the duodenum and 
may obstruct it at some point. This band, however, 
need not be present, and it does not seem to have 
been present here because there was no evidence of 
The child did 


much, and the x-ray report did not describe any 


duodenal obstruction. not vomit 
dilatation or deformity of the duodenum. 

This child could have had the other condition 
that accompanies a malrotation —~ namely, an ab- 
normally mobile mesentery of the cecum and per- 
haps small bowel, with malrotation of the cecum 
and volvulus of the small bowel about the mesen- 
tery itself. In the Children’s Hospital series 29 
of 156 patients with malrotations had symptoms 
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just like this that lasted longer than a year before 
operation was performed —1 patient was fifteen 
years old. The volvulus of the small bowel is usu- 
ally clockwise; 1, recorded in the book by Ladd 
and Gross,? was twisted four times around itself. 
These malrotations may untwist, and the patient 
may have a fairly normal course between episodes. 

Finally, there could have been multiple lesions 
in this case. Of these 156 patients with malrotation 
in the Children’s Hospital reports, 118 had mal- 
rotation alone, and 28 had an additional congenital 
abnormality, including duplication, duodenal steno- 
sis and others.’ 

In conclusion, before I look at the x-ray films 
(perhaps Dr. Hanelin will make me change my 
mind), I am going to say that the most likely diag- 
nosis is an intermittent volvulus of the small bowel 
based on a malrotation of the intestine. The second 
diagnosis, which I cannot exclude but think is less 
likely, is intussusception, which of course could 
be from a Meckel diverticulum or duplication. 
My third choice, far down the list, is stenosis of the 
ileum. 

I have some questions to ask you when you show 
me the x-ray films, Dr. Hanelin. 

Dr. Joserpn Hane win: From the roentgenographic 
standpoint the principal abnormality consists 
of malrotation of the bowel, with all the colon 
lying on the left side (Fig. 1). The course of the 
large bowel is better detected in the postevacuation 
films. The cecum is directed toward the right, 
and the ileum extends upward and to the right from 
the ileocecal valve. There is no obstruction of the 
large bowel. An upper gastrointestinal examina- 
tion that was done subsequently shows no ab- 
normality of the esophagus, stomach or duodenum. 
There is normal progress of the barium through 
nondistended loops of bowel. No abnormal masses 
are evident in the abdomen. 

Dr. Raker: You have already answered most 
of my questions. Since you see no evidence of a 
stenotic area in the small bowel, no mass and no 
evidence of any double flow of barium, I shall stand 


on my previous discussion. 


CLINICAL DIAGNOSES 


Volvulus. 
Incomplete rotation of bowel. 


Dr. Joun W. Raker’s Diacnosis 


Malrotation of large bowel, with intermittent 
volvulus of small bowel. 
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ANATOMICAL DIAGNosIS 
Malrotation of large bowel. 


PaTHOLoGICcAL Discussion 


Dr. Ropert H. FENNEL, Jr.: Dr. Shaw, would 
you describe your operative findings. 

Dr. Rosert S. Suaw: Our reasons for operating 
on this patient were those that Dr. Raker out- 
lined. We thought she might have had a chronic 
volvulus of the midgut producing her nondescript 
crampy abdominal symptoms. She lacked the 
usual vomiting and distention. Her chief complaint 
was pain. On opening the abdomen we encoun- 
tered normal-appearing small bowel. When the 
bowel was delivered from the peritoneal cavity, 
it was seen to be malrotated. The entire small 
bowel and the large bowel down to the descending 
colon were attached by means of a stem-like mesen- 
teric base, which contained the superior mesenteric 
artery. There was a clockwise rotation of a little 
less than half a turn. I really did not think that 
the degree of volvulus observed at operation would 
As Dr. Raker expected, 
there was no attachment of the cecum across the 


have caused symptoms. 
duodenum. There was a marked mesenteric adeni- 
tis, with 
measuring up to 3 cm. in diameter. One of the 


masses of matted lymph-node tissue 


Nothing 


lymph nodes was removed for biopsy. 
further was done except for an appendectomy. The 


bowel was replaced in the peritoneal cavity, and 


the abdomen was closed. Some have 


recommended attempting to .reattach the bowel 


surgeons 


mesentery in its normal position, but Ladd and 
Gross believe that if any attachments of the colon 
to the right side are divided and the colon allowed 
to slide to the left recurrence is unlikely. 
Postoperatively, this patient has continued to 
have some episodes of crampy abdominal pain; 
they are less frequent, but they have been a problem 
to the parents. She has come back into the hos- 
pital on two occasions because of abdominal cramps. 


She has had repeated gastrointestinal x-ray studies, 
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and on one film a shadow very suggestive of an 
ileoileal intussusception was seen. Intermittent 
obstruction of the ileum on this basis might ex- 
plain the picture she presents. I think Dr. Raker 
has just as good an idea of what is going on here 
as we do. 

Dr. Fennety: The lymph node showed nothing 
but hyperplasia. The appendix was perfectly nor- 
mal. Do you think the rotation could have taken 
place periodically and at the time we found her 
she did not have it? 
intermittent 


Dr. Suaw: She might have had 


volvulus and still may have it. Ladd and Gross?® 


described cases of malrotation and volvulus in 
older children presenting chronic recurrent, mild 
symptoms or occasionally the celiac syndrome. It 
was thought preoperatively that the patient might 
fall into this group. Here the importance of dividing 
attachments of the right colon or cecum and allow- 
ing the colon to slip to the left is stressed. Recurrent 
volvulus is thought not to occur because this maneu- 
ver produces widening of the pedicle of the poten- 
tial volvulus. In the case under discussion at opera- 
tion there was no attachment of the ascending colon 
and the anatomic arrangement already allowed 
displacement of the entire colon to the left with 
complete exposure of the duodenum. 

I believe that operation was justified here be- 
cause of the possibility of attachments in the ascend- 
ing colon that might have been advantageously 
divided. Obviously, little was accomplished except 
for clarification of the anatomic abnormality. The 
actual mechanism of the patient’s symptoms is still 
not clear. 

Dr. Raker: Gross! has recorded, in the latest 
edition, a patient in whom the volvulus recurred 


with a fatal outcome. 
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EDUCATION OF NURSES 

NursinG, by perseverance and self-improvement, 
has joined the family of professions albeit by the 
back door. Despite progress made, its exact posi- 
tion is sometimes in doubt and its ultimate status 
in dispute. Nursing education is the definitive 
resolvent. Some believe that nursing requires only 
preparation sufficient for the servants’ quarter; 
others advocate fitting training to admit all mem- 
bers to the family board. Understanding of the 
evolution of the various types of nursing and of 
the preparatory requirements for each will do much 
to clarify the position of nursing as a profession. 

In the past, the hospital received the bulk of its 
nursing staff through the inexpensive system of 
apprentice training. Increased technical and scien- 


tific knowledge involved in the care of the sick has 
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necessitated differentiation of levels of nursing and 
broader basic education. ‘There is need for im- 
provement in nursing education as well as for recog- 
nizing and understanding the distinctions between 
the various types of nursing required for the total 
care of a patient. 

An academic degree is not a prerequisite for all 
who care for a patient any more than sympathy and 
compassion alone are sufficient qualifications. Ever 
since physicians relegated temperature taking to 
nurses, more and more procedures have followed. 
In like manner, nurses (sometimes grudgingly) have 
given over many of their simpler duties to the 
auxiliary personnel of practical nurses, aides and 
ward helpers. From the total care of the patient 
and his surroundings, the nurse has had to curtail 
her duties to a specialized area. 

Hospitals need to direct their sights toward a 
goal of well trained professional nurses capable of 
handling the demands of their work as well as 
supervising those less highly trained. A nucleus of 
truly capable nurses will not only ensure better 
patient care but also afford economical utilization of 
semi-skilled persons equipped to perform simple 
procedures. In the hospital the student . should 
become skilled in technics while being inculcated 
with the spirit of service and devotion to her calling. 

Colleges must accept responsibility for ensuring 
teaching of high quality in the major field of nursing. 


- Acceptance of inadequate and superficial courses for 


credits in place of solid academic foundations should 
not be countenanced. Courses geared to the needs 
of nursing are a requisite. ‘Too frequently, the 
degree program in nursing is not equivalent to a true 
collegiate program, nor is the degree conferred 
commensurate with its lettering. 

The cost of nursing education should be consid- 
ered in the same vein as the cost of other profes- 
sional education. Engineers, physicians, lawyers 
and dietitians do not attain their professional status 
by being “bound out.” The financial burden of 
educating a nurse should not be included in the 
hospital patient’s bill any more than the academic 
instruction of the prospective physician should be 
considered as hospital operating expense. 

Physicians have a definite responsibility toward 


improving the quality of nursing care. Their unique 
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position in the community affords them opportunity 
for wise counseling and directing of prospective 
candidates toward the proper level of nursing. 
With hospital and collegiate affiliations, physicians 
are in a position to assist in curriculum planning and 
co-ordination so that a baccalaureate in nursing will 
denote a standard of education and skill worthy of 
confidence. A physician usually sees his hospital 
patient but a few minutes a day; for the rest of the 
twenty-four hours, the patient is in the hands of a 
nurse, especially in hospitals without interns. It 
seems prudent for such a trust to be given to those 
qualified to assume it. Physicians, as the most 
highly trained profession, should not expect their 
assistants to bear the responsibility for interpreting 
their orders without sufficient knowledge and under- 
standing. It is well to admit that when nurses do 
not measure up to the expectations of the medical 
profession the fault lies not in too much education, 
as frequently suggested, but rather in too little or 
improper education. 

Those recognizing the folly of sending a boy to do 
a man’s errand but subscribing to the folly of send- 
ing an inadequately trained girl to perform duties 
requiring a woman of mature and sound education 
will welcome the Russell Sage Foundation publica- 
tion, Collegiate Education for Nursing, by Dr. 
Margaret Bridgman. With clear insight, common 
sense and discernment derived from first-hand 
study, Dr. Bridgman has stated the need for sound 
educational policies in the diverse and bewildering 
pattern of current teaching programs in nursing. 
She has set forth standards of preparation that will 
not only improve the quality of nursing care but 
also give nursing an indisputable place in the family 
of professions. 


JAMES LIND ON SCURVY 


THERE is nothing new under the sun. Neverthe- 
less the probability that vitamin C has been pre- 
venting scurvy since mammalian life appeared upon 
the globe, and the fact that Sir Richard Hawkins 
appreciated the utility of fruit juice for this purpose 
as early as 1593 do not detract from the part that 
James Lind played in a scientific appraisal of this 
observation, by controlled experiments, just two 
hundred years ago. 
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The Brittsh Medical Journal, commenting in a 
leading article of June 6, 1953, on the appearance 
of Lind’s “Treatise on Scurvy” in 1753 and the 
commemorative symposium of the Nutrition Society 
held this year at the University of Edinburgh, notes 
that his conclusions were the results of actual ex- 
perimental tests carried out on HMS Salisbury, a 
“50-gun fourth-rater,” at a time when losses from 
scurvy ran sometimes as high as 3 out of 4 seamen. 

Nor was this the only contribution of the Scot 
who may well be regarded, according to the British 
Medical Journal, ‘as the true founder of the Royal 


Naval Medical Service.” He established rules for 
the prevention of typhus on shipboard; he devised 
a method of distilling sea water; he published in 
1757 his famous treatise “On the Most Effectual 
Means of Preserving the Health of Seamen,” and 
in 1768 an “Essay on Diseases of Europeans in 
Hot Climates” appeared. 

Through Lind, a graduate in medicine of the 
University of Edinburgh, the British Navy may 
be said to have benefited from the teachings of 
the great Boerhaave as the British Army did through 
Sir John Pringle. For as the Scottish Pringle had 
been a pupil of Boerhaave at Leyden, so Lind, a 
generation removed, was a pupil of a pupil of the 
Dutch master. 


WHERE LEAD THE PATHS OF GLORY 

ForTUNATELY for most men, as Sir William Osler 
aptly expressed it, “we go out of life as we came 
into it, unknowing and unafraid.” And yet a reali- 
that 
although still perhaps days, weeks or months away, 


zation the end is definitely approaching, 
is an experience to which many must adjust. It is 
in such a situation that soundness of basic philoso- 
phy of life, strength of character and religious prin- 
ciples are called into play. Often toxic factors or 
organic cerebral damage so alters the picture that 
normal intellectual activity is modified and, aw he 
faces the final call, a person is definitely “not him- 
self.” And yet there are some in whom no amount 
of physical suffering, of toxemia or of drugs can 
produce a change in their basic reactions to their 


fellow human beings, nor can the specter of death 


in their path unnerve them. Every practitioner of 


long experience has met such persons and has derived 
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inspiration and support from his experience in 
dealing with them. In the medical profession such 
names as Francis Peabody, Elliott Cutler, Hans 
Zinsser and many others come to mind. 


And out of these considerations arises another 


question, which every practicing physician must 


face repeatedly and which always requires an 
answer: Shall he or shall he not tell the patient who 
is fatally ill that he is going to die? This is a much- 
discussed question to which there is no categorical] 
answer. The doctor must make a special and, 
hopefully, an appropriate decision in every case. 
Probably the demoralized and apprehensive person, 
desperately clinging to a hope of life, should usually 
be allowed to delude himself. And yet it appears 
to be the experience of most physicians that the 
majority of patients who have been fairly sound 
and well adjusted throughout their lives accept the 
fact of impending death with calmness and often 
with apparent relief. When all uncertainty is 
cleared away, and all suspicion of deception and 
camouflage on the part of the doctor and the 
family are removed, it seems to be the rule that 
the patient appears relatively content with the 
verdict and asks only for as much relief of suffering 
as can be accorded to him. And in the eyes of the 
attending physician, as he sees his patient thus 
courageously approach the abyss, there is a certain 
glory, a certain inspiring grandeur that he will 
not forget. 


Dr. Curtis, editor of the Physico-medical Re- 
corder, Cincinnati, offers as an inducement to 
subscribe for his Journal, to send a lithographic 


profile of himself, at one dollar. 
Boston M. & S. J., October 5, 1853 


MASSACHUSETTS MEDICAL SOCIETY 


JOHN MATHEWS BIRNIE 
1878-1953 
Dr. John M. Birnie died on August 8, 1953, in 
Springfield. Except for the years at Williams 
College, at Harvard Medical School and at the 
German Hospital of Philadelphia, where he served 
his internship under Dr. John Deaver, he lived 
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out his days in his native city. Recognized as a 
well trained surgeon, he rose to top posts on the 
staffs not only of Springfield hospitals but also of 
many in the Connecticut Valley. 

Dr. Birnie always took great interest in the non- 
professional affairs of medical practice. For this 
interest he was rewarded with appointment for a 
seven-year term on the Massachusetts Board of 
Registration in Medicine, and with election to 
positions of honor in the many societies to which 
he belonged, among which was the presidency of the 
Massachusetts Medical Society. He will be remem- 
bered as the president who started the move for a 
permanent home for the society and thereafter 
furthered the project diligently. Just is it indeed 
that he lived to see his dream come true. 

Not the least of his attributes was his sociability. 
He had a tenor voice, trained while on the Williams 
College Glee Club, and a repertoire of songs that 
enlivened the lighter moments of medical meet- 
ings. He was an ardent Rotarian and had served a 
term as president of the local club. His hobby was 
antique furniture, about which he could talk with 
authority. His home harbored many an old chair, 
table and chest that he had collected, restored when 
necessary, and fondly preserved. In spite of his 
many interests, professional and otherwise, Dr. 
Birnie was a home-loving man, devoted to his 
family and zealous for its welfare. His death leaves 
a void in his community and in his profession 
second only to that in his household. 


DEATHS 


Rocurorp — Richard A. Rochford, M.D., of Springfield, died 
on September 10. He was in his sixty-fifth year. 

Dr. Rochford received his degree from Harvard Medical 
School in 1914. He was senior surgeon, Mercy Hospital, Spring- 
field, and formerly was a member of the Springfield Board of 
Health. He was a fellow of the American College of Surgeons 
and the American Medical Association. 

He is survived by his widow, two sons, four daughters and 
a grandson. 


Sipett — Samuel Sidell, M.D., of Brookline, died on Septem- 
ber 12. He was in his fifty-second year. 

Dr. Sidell received his degree from Tufts College Medical 
School in 1926. He was a member of the staffs of the Beth 
Israel, Boston City, Whidden Memorial, Chelsea Memorial, 
Cambridge City and Booth hospitals and the New England 
Hospital for Women and Children. He was a member of the 
New England Obstetrical and Gynecological Society and the 
Greater Boston Medical Society. 

He is survived by his widow, a son, his mother and three 
brothers. 


Wuetan — Edmond V. Whelan, M.D., of Springfield, died on 
September 13. He was in his sixty-eighth year. 

Dr. Whelan received his degree from Tufts College Medical 
School in 1909. He was formerly vice-president of the staff of 
the Mercy Hospital and school physician in Springfield. 

He is survived by his widow, five brothers, two sisters and 
several nieces and nephews. 
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BOOKS RECEIVED 


The receipt of the following books is acknowledged, 
and this listing must be regarded as a sufficient return 
for the courtesy of the sender. Books that appear to be 
of particular interest will be reviewed as space permits. 
Additional information in regard to all listed books 
will be gladly furnished on request. 


Differentialdiagnose innerer Krankheiten: Eine kurzgefasste 
Darstellung fiir .rzte und Studierende. By Dr. Robert Hegglin, 
lecturer, Universitat Zurich. Second revised edition. 8°, cloth, 
556 pp., with 250 illustrations. Stuttgart: Georg Thieme, 1953. 
DM 55.- (Distributed by Grune and Stratton, New York.) 

The first edition of this book on the differential diagnosis of 
internal diseases was published in 1952 and soon went out of 
print, an indication of its popularity. ‘The author has revised 
this new edition and added chapters on headache and pain in 
the extremities. There is an extensive index, and the publishing 
is excellent. 


Conduction Anesthesia. By George P. Pitkin, M.D. Edited 
by James L. Southworth, M.D., Robert A. Hingson, M.D., FI. 
C.A., F.LC.S., F.(Faculty of Anes.) R.C.S. (England), first 
director anesthesia, Women’s Division (Philadelphia Lying-in 
Hospital), of Pennsylvania Hospital, and first professor of 
anesthesia, University of ‘Tennessee School of Medicine; and 
Winifred M. Pitkin, M.A. (Oxon.), B.M., B.Ch. (Oxon.), 
M.R.C.S. (Eng.), L.R.C.P. (Lond.), M.D. Second edition. 
4°, cloth, 1005 pp., with 585 illustrations. Philadelphia: J. B. 
Lippincott Company, 1953. $22.50. 

The first edition of this standard work was published in 1946. 
This second edition has been revised and brought up to date by 
a group of 3 editors. Chapters and material have been added 
on the vertebral canal and its eontents, topical anesthesia for the 
ophthalmologist, the oral and general surgeon, and the complica- 
tions of conduction anesthesia and their prevention. ‘The sec- 
tions on pharmacology have been revised. ‘There is a bibliog- 
raphy of 14 pages and indexes of authors and subjects. ‘The 
book should be in all medical libraries and in the collections of 
anesthesiologists. 


Transactions of the American Goiter Association. 1952 Annual 


Session, May 1, 2 and 3, Chase Hotel, St. Louis, Missouri. 
4°, cloth, 429 pp., with illustrations. Springfield, Illinois: Charles 
C Thomas, 1953. $12.50. 

This annual volume of an important serial contains a large 
number of papers on various aspeets of goiter and the thyroid 
gland, as well as the Van Meter prize essay on radioactive 
thyrotropic hormone preparations. Future volumes could be 
much improved by indexes. The complete series should be in 
all medical libraries and in all collections on the subject. 


Die Geburtshilfichen Operationen: Ihre Ausfiihrung und 
Anwendung. Ein Lehrbuch fiir Studierende und Gebrauchsbuch 
fiir «rzte. By Prof. Dr. Med. Heinrich Martius, director, Uni- 
versitats-Frauenklinik, Géttingen. Seventh revised edition. 8°, 
cloth, 290 pp, with 268 illustrations. Stuttgart: Georg ‘Thieme. 
1953. DM 34. (Distributed by Grune and Stratton, New 
York.) 

The first edition of this textbook on operative obstetrics was 
published in 1933, and the author, an eminent German obste- 
trician and gynecologist, has revised and brought up to dat 
this seventh edition. Dr. Martius is the author of three other 
books on obstetrics and gynecology. There is a good index, and 
the book is well published. 


The Epidemiology of Health: A New York Academy of Medi- 
cine book. Tago Galdston, M.D., editor. 8°, cloth, 197 pp. 
New York: Health Education Council, 1953. $4.00. 

This composite book by 13 physicians is based on the eleventh 
annual Eastern States Health Education Conference. The 
subject is covered in general, and there are chapters on tuber- 
culosis, mental hygiene, nutrition and old age in relation to 
epidemiology. There is a bibliography of 12 pages and a good 
index. The book should be in all collections on public health. 
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Epidemics in Colonial America. By John Duffy. 8°, cloth, 274 
pp. Baton Rouge: Louisiana State University Press, 1953. 
$4.50. 

Mr. Duffy has made an exhaustive study of the epidemic 
diseases that afflicted the people in America during Colonial 
times. There are chapters on smallpox, diphtheria and scarlet 
fever, yellow fever, measles, whooping cough and mumps, res- 
piratory diseases and ‘‘agues, fluxes, and poxes.” Many refer- 
ences are carried as footnotes to the pages; there are a bibli- 
ography of 17 pages and a good index. The printing is done with 
a good type on nonglare paper. The book is recommended for 
all history collections, general and medical. 


Annual Review of Medicine. Vol. 4. Windsor C. Cutting, 
editor, Stanford University School of Medicine, and Henry W. 
Newman, associate editor, Stanford University School of Medi- 
cine. 8°, cloth, 452 pp. Stanford, California: Annual Reviews, 
Incorporated, 1953. $6.00. 

This new volume in a standard series follows the same general 
pattern as the previous volumes. There are 19 articles by 23 
authors on various aspects of medicine. There are indexes of 
authors and subjects. The series should be in all medical 
libraries 


Transactions of the American College of Cardiology. Vol. HU, 
1952. Edited by Bruno Kisch, M.D. 8°, paper, 252 pp. New 
York: American College of Cardiology, 1953. 

This new society was organized in 1951, at a meeting in New 
York at which a number of papers were read and published in 
1952. The transactions of the first annual meeting for 1952 
have now been published. This new serial should be in all 
medical libraries and in the collections of cardiologists. 


Die Lungenresektionen. By Prof. Dr. A. Lezius, professor of 
surgery, Universitat Hamburg, and director Chirurgischen Uni- 
versitatsklinik und Poliklinik, Hamburg-Eppendorf. With an in- 
troduction by Prof. Dr. R. Nissen, director, Chirurgischen Uni- 
versitatsklinik Basel. 8°, cloth, 143 pp., with 149 illustrations. 
Stuttgart: Georg Thieme, 1953. DM 49.80. (Distributed by 
Grune and Stratton, New York.) 

This semi-atlas on resection of the lung is comprehensive in 
its limited scope. The text is divided into general and special 
parts. The general part is devoted to history, indications, pre- 
operative studies and treatment, and methods of 
operation. ‘The special part discusses in detail pneumonectomy, 
lobectomy, segment resection, atypical resection and postopera- 
tive treatment. 't is a practical book without any references to 
the literature. The illustrative work and the publishing in 
general are excellent. It is a beautiful production and should 
be in all collections on the lung. 


anesthesia 


How to Improve Your Sight: Simple daily drills in relaxation. 
By Margaret D. Corbett, authorized instructor of the Bates 
Method. Revised edition. 12°, cloth, 93 pp., with illustrations. 
New York: Crown Publishers, Incorporated, 1953. $1.50. 

This small book, first published in 1938, has gone through 
twelve printings to date. The text describes the William H. 
Bates method of rejuvenation of evesight 


Human Factors in Air Transportation: Occupational health and 
safety. By Ross A. McFarland, associate professor of industrial 
hygiene, Harvard School of Public Health. 8°, cloth, 829 pp., 
with illustrations. New York: McGraw-Hill Book Company, 
Incorporated, 1953. $13.00. 

This new work on aviation medicine and allied matters is com- 
prehensive in scope. The material is divided into eight categories. 
The subjects covered comprise the nature and extent of airline 
operations, selection training, maintenance of health and efficiency 
of flight and ground personnel, safety on the ground and in flight, 
sanitation and health in airline operations, passenger and service 
problems, and health and medical services in air transportation. 
Bibliographies are appended to the 17 chapters. There is an ex- 
tensive index, and the publishing is excellent. The book is recom- 
mended for all medical libraries and for physicians interested 
in aviation and its problems. 
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Symptoms and Signs in Clinical Medicine. An introduction to 
medical diagnosis. By E. Noble Chamberlain, M.B., M.Sc., 
F.R.C.P., senior lecturer in medicine, University of Liverpool, 
senior physician, Royal Southern Hospital, Liverpool, and 
pecan tg charge, Medical Unit, Sefton General Hospital, 
Averpool. Fifth edition. 8°, cloth, 480 pp., with 354 illustra- 
tions. Baltimore: Williams and Wilkins, 1952. $8.00. 

This manual was first published in 1936 and has gone through 
ten printings and four editions before this new edition, in which 
each chapter has been considerably revised, and some illus- 
trations added. A glossary of medical terms concludes the text, 
and there is a good index. The printing was done in Great 
Britain. 


Thirteenth Semiannual Report of the Atomic Energy Commission. 
8°, paper, 210 pp., with illustrations. Washington, D. C.: Govern- 
ment Printing Office, 1953. 

The material in this report is arranged in three parts: major 
activities in atomic-energy programs, July-December, 1952, in- 
cluding a section on biology and medicine; financial; and public 
safety in continental weapons tests. 


Modern Treatment: A guide for general practice by fifty-three 
authors. Edited by Austin Smith, M.D., editor, Journa! of the 
American Medical Association; and Paul L. Wermer, M.D., 
secretary, Committee on Research, American Medical Associa- 
tion, 4°, cloth, 1146 pp., with 13 illustrations and 65 tables. 
New York: Paul B. Hoeber, Incorporated, 1953. $20.00. 


This composite work, written by a large number of specialists, 
is designed to provide the general practitioner with a uscfu! guide 
to clinical problems in therapy. ‘The material is arranged sys- 
tematically, covering the field of internal medicine and the 
specialties. An appendix provides atable of normal clinical 
laboratory values. There is a comprehensive index, and the 
publishing is good. The book should prove useful as a handy 
office reference work. 


B-Vitamins for Blood Formation. By Thomas H. Jukes, Ph.D., 
Lederle Laboratories Division, American Cyanamid Company, 
Pearl River, New York. 8°, cloth, 113 pp., with illustrations. 
Springfield, Illinois: Charles C Thomas, 1952. $4.00. (Publica- 
tion No. 146, American Lecture Series.) 

Dr. Jukes, in this small monograph, discusses the components 
of the vitamin B complex and their relation to the megaloblastic 
anemias of pregnancy and infancy. ‘There are special chapters 
on pteroviglutamic acid and the vitamin By group of com- 
pounds. Extensive bibliographies are appended to the chapters, 
and there is a good index. 


BCG Vaccination: Studies by the WHO Tuberculosts Research 
Office, gpm Report prepared under the direction of 
Lydia B. Edwards. M.D., chief of Field Studies, and Carroll F. 
Palmer, M.D., Ph.D., director. With the assistance of Knut 
Magnus, cand. act., assistant statistician, Tuberculosis Research 
Office, World Health Organization, Copenhagen. &°, paper, 
307 pp., with 50 illustrations and 85" tables. Geneva: World 
Health Organization, 1953. $3.00. (World Health Organization 
Monograph Series.) 

This monograph is concerned with the results of an intensive 
study of BCG vaccination in school children. More than 40,000 
children in Denmark, Mexico, Egypt and India, most of them 
seven to fourteen years of age, were given prevaccinauion tuber- 
culin tests, on the basis of which 23,000 were vaccinated. The 
work has yield: «i ‘mportant information about tuberculin allergy 
in children betes vaccination and the allergy induced by BCG. 
Voluminous tables of supporting data are appended to the text. 
The monograph should be in all collections om tuberculosis and 
medical sociology. 


Plast Surgery at The New York jiospital One Hundred Years 
Ago with Biographical Notes on Gurdon Buck. By Herbert 
Conway, M.p., and R’chard B. Stark M.D. 8°, cloth, 110 pp., 
with 29 illust-»tions. New York: Paul B. Hoeber, Incorporated, 
1953. $5.00 

The New York Hospital Cornell Medical Center of today began 
in 1771 as tke society of the New York Hospital, when a charter 
was granted by King George III of England. Dr. Gurdon Buck 
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joined the hospital as attending surgeon in 1837 and was active 
for forty years. He was a pioneer in plastic surgery, and his well 
known book, Contributions to Reparative Surgery, a classic in its 
field, was published in New York in 1876. The present book, 
which furnishes a joint account of the hospital and of Dr. Buck’s 
work, should be in all collections on medical history and surgery. 


Your Arthritis: What You Can Do About It. By Alfred E. 
Phelps, M.D. Revised edition. 12°, cloth, 192 pp., with 10 
illustrations by James MacDonald. New York: William Morrow 
and Company, 1953. $3.00. 

This small book for the laity was first written in 1943. The 
author has revised the text and brought it up to date. The 
role of cortisone, hydrocortisone and ACTH is discussed, and 
the results of their use evaluated. There is a special chapter 
on the work of the Arthritis and Rheumatism Foundation, estab- 
lished in 1947, under the sponsorship of the American Rheuma- 
tism Association. ‘The publishing is good. 


Office Orthopedics. By Lewis Cozen, M.D., attending physician, 
orthopedic staff, Orthopedic Hospital, Veterans Administration 
Hospital, Los Angeles County Hospital, Cedars of Lebanon 
Hospital, Los Angeles, and Los Angeles ‘Tuberculosis Sanitarium, 
Monrovia, California, and assistant professor of orthopedic 
surgery, College of Medical Evangelists, Los Angeles. Second 
edition. 8°, cloth, 304 pp., with 191 illustrations. Philadelphia: 
Lea and Febiger, 1953. $5.50. 

In this new edition Dr. Cozen has reviewed the whole text of 
his book and added material and illustrations. ‘The uses of new 
drugs that are meeting with apparent success are described. The 
references have been brought up to date. ‘There is a good index, 
and the publishing is excellent. 


John Abernethy: A biography. By John L. Thornton, A.L.A., 
librarian, St. Bartholomew’s Hospital Medical College. 8°, cloth, 
184 pp., with 8 idlustrations. London: Simpkin Marshall, 
Limited, 1953. 25/ -net. 

This new biography of an eminent British physician of the 
eighteenth century, written by a well known London librarian, 
is based on all the existing documentary evidence, is meticulous 
in detail and is written without prejudice. ‘There is a bibliog- 
raphy, as well as a chronologic list of the writings of Abernethy. 
The small book should be in all collections on biography, medi- 
cal and general. 


Syphilitic Optic Atrophy. By Walter L. Breutsch, M.D., clinical 
professor of neurology and psychiatry, Indiana University School 
of Medicine, clinical director and head of the research depart- 
ment, Central State Hospital, Indianapolis, and special con- 
sultant to the United States Public Health Service, Division of 
Venereal Diseases, Washington, D. C. 8°, cloth, 138 pp., with 
27 illustrations. Springfield, Illinois: Charles C Thomas, 1953. 
$5.50. (Publication No. 142, American Lecture Series.) 

Dr. Breutsch emphasizes the importance of early diagnosis 
and treatment to prevent blindness, discussing the pathogenesis 
of the disease based on microscopical study of the visual path- 
ways of 80 patients with all types of syphilis of the central nerv- 
ous system. ‘There is a bibliography of 127 references. The 
monograph should prove of value to ophthalmologists and neu- 
rologists. 


Ocular Therapeutics. By William J. Harrison, M.D., Phar. D., 
attending surgeon, Wills Eye Hospital, consulting ophthal- 
mologist, Pennsylvania Railroad, and associate professor in 
ophthalmology, Jefferson Medical College, Philadelphia. Second 
edition. 16°, cloth, 282 pp. Springfield, Illinois: Charles C 
Thomas, 1953. $6.50. 

This new edition has been revised to include the official drugs 
in the United States Pharmacopocia XIV, National Formulary 
1X and the 1950 edition of New and Nonofficial Remedies. 
Chapters on anticoagulants, and the ophthalmic uses of the 
therapeutic hormones, cortisone and ACTH have been added. 
Much new matcrial has been incorporated, and a number of 
the chapters have been rewritten and enlarged. There is a 
good index; the book is issued in pocket size. 
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Kinderarztliche Notfallfibel: Abwehr akuter Lebensbedrohung. 
By Prof. Dr. B. DeRudder, director, Univ.-Kinderklinik, Frank- 
furt (am Main). Second edition. 8°, cloth, 164 pp., with 11 
illustrations. Stuttgart: Georg Thieme, 1953. DM _ 13.50. 
(Distributed by Grune and Stratton, New York.) 

The first edition of this monograph on acute emergencies in 

children was published in 1949. The author has revised and 
brought the book up to date. There is a good index, and the 
publishing is excellent. The small book should prove of value 
to German-reading pediatricians. 
Hypersplenism: A clinical evaluation. By Cyrus C. Sturgis, 
M.D., chairman, Department of Internal Medicine, professor 
of internal medicine and director of the Thomas Henry Simpson 
Memorial Institute for Medical Research, University of Michi- 
gan Medical School. 8°, paper, 97 pp., with 5 illustrations and 
8 tables. Springfield, Illinois: Charles C Thomas, 1953. $3.25. 
(The Beaumont Lecture, Wayne County Medical Society, 
January 21, 1952; Publication No. 175, American Lecture 
Series.) 

Dr. Sturgis discusses the various aspects of hypersplenism, 
an entity due to an abnormal activity of the spleen. There is 
a bibliography of 81 references and a good index. 


Physiological and Therapeutic Effects of Corticotropin (ACTH) 
and Cortisone. By Dwight J. Ingle, M.S., Ph.D., senior re- 
search scientist (physiologist), Research Laboratories, Upjohn 
Company, Kalamazoo, Michigan; and Burton L. Baker, M.S., 
Ph.D., professor of anatomy, University of Michigan Medical 
School. 8°, paper, 172 pp., with 6 illustrations. Springfield, 
Illinois: Charles C Thomas, 1953. $5.50. (Publication No. 179, 
American Lecture Series.) 

Dr. Ingle, in this monograph, discusses and evaluates the liter- 
ature on ACTH and cortisone on the basis of 324 articles, dating 
from 1916 to 1951. 


Stedman’s Medical Dictionary. Edited by Norman B. Taylor, 
M.R.C.S. (Lond.), University of Western Ontario. With the 
collaboration of Lieutenant Colonel Allen E. Taylor, D.S.O., 
M.A., classical editor. Eighteenth revised edition, with ety- 
mologic and orthographic rules. 8°, cloth, 1561 pp. Baltimore: 
Williams & Wilkins, 1953. $11.50. 

This new edition of a standard dictionary has been revised 

and brought up to date. Several thousand words and nearly 
600 illustrations have been added. Trade names have been 
excluded, and anatomic names previously given in Latin have 
been translated into English and placed in theif proper place in 
the alphabetic arrangement in the form of tables. The publishing 
is excellent. 
Hypnosis in Modern Medicine. Edited by Jerome M. Schneck, 
M._D., clinical associate in psychiatry, College of Medicine, State 
University of New York, and psychiatric consultant, West- 
chester County Department of Health. 8°, cloth, 323 pp. Spring- 
field, Illinois: Charles C Thomas, 1953. $7.50. 

This composite book written by 11 American and British 
specialists considers the use of hypnosis in internal medicine, 
surgery, anesthesiology, dermatology, obstetrics and gynecology, 
psychiatry (including child psychiatry) and dentistry. The 
last chapter deals with the physiologic aspects. The text begins 
with a good history of the subject. Lists of references are ap- 
pended to the chapters, and there is an extensive index. The 
book should be in all medical libraries. 


Blood Cells and Plasma Proteins: Their state in nature. Edited 
by James L. Tullis. 8°, cloth, 436 pp., with illustrations. New 
York: Academic Press, Incorporated, 1953. $8.50. 

In this volume, which constitutes No. 2 of the Memoirs of 
the University Laboratory of Physical Chemistry Related to 
Medicine and Public Health, Harvard University, 29 physicians 
and scientists contributed articles on various aspects of the 
subject. The material is divided into seven sections: the formed 
and the fluid parts of the blood; factors concerned with blood 
coagulation; components of human blood concerned with im- 
munity; erythrocytes; leukocytes; enzymes of plasma; and 


the lipoproteins of human plasma. There are indexes of authors 
and subjects. The book should be in all medical libraries. 
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Health Saboteurs. By Robert W. Davis, M.D. 8°, cloth, 306 pp., 
with 47 illustrations. New York: Pageant Press, 1953, $4.00. 

Dr. Davis characterizes the tonsils as health saboteurs and 
ddvocates the practice of early tonsillectomy. He discusses 
their diseases and their relation to other diseases and conditions. 
A glossary of terms and a bibliography are appended to the text, 
but there is no index — a serious omission. 


Doctor in the House. By Richard Gordon. 8°, cloth, 186 pp. 
New York: Harcourt, Brace and Company, 1953. $2.75. 
Mr. Gordon, one of the younger British humorists, presents in 
this small book the life, loves and labors of an English medical 
student. Gordon, in real life, is a young London doctor. 


Renal Cortical Necrosis and the Kidney of Concealed Accidental 
Haemorrhage. By H. L. Sheehan, D.Sc., M.D., F.R.C.P., F-.R. 
C.0.G.; and H. C. Moore, M.D., of the Department of Path- 
ology, University of Liverpool, England. 8°, cloth, 186 pp., with 
64 illustrations and 8 tables. Springfield, Illinois: Charles C 
Thomas, 1953. $7.75. (Publication No. 167, American Lecture 
Series.) 

The material in this monograph is largely based on the study 
of a series of cases at the Glasgow Royal Maternity Hospital 
during 1935 to 1945. The literature to March, 1952, has been 
reviewed as fully as possible. A seven-page bibliography is 
appended to the text, and there is a good index. The illustrative 
work and the publishing in general are excellent. The book 
should be in all collections on diseases of the kidney. 


The Grassi Block Substitution Test for Measuring Organic Brain 
Pathology. By Joseph R. Grassi, M.A., director of clinical psy- 
chology and assistant professor of clinical pathology, Bowman 
Gray School of Medicine, Wake Forest College, Winston-Salem, 
North Carolina. 8°, paper, 75 pp., with 15 illustrations and 1 
table. Springfield, Illinois: Charles C Thomas, 1953. $3.00. 
(Publication No. 149, American Lecture Series.) 


The author discusses the technic, scoring and interpretation 
of his psychologic test for measuring deterioration. He presents 
a number of illustrative cases and discusses standardization. A 
= of references is appended to the text, and there is a good 
index. 


Stress and Disease. By Harold G. Wolff, M.D., professor of 
medicine (neurology), Cornell University Medical College, and 
attending physician, New York Hospital. 8°, cloth, 199 pp., with 
38 illustrations. Springfield, Ihinois: Charles C Thomas, 1953. 
$5.50. (Publication No. 166, American Lecture Series.) 

This monograph considers stress or pressure and its relation 
to disease in man. The text is divided into three parts: the 
nature of stress; experimentally observed effects of stress; and 
the patient-physician relation and the alteration of attitudes 
and bodily reactions. The pertinent literature is reviewed. 
There is a bibliography of 210 references, as well as indexes of 
authors and subjects. 


Physiology of Exercise. By Laurence FE. Morehouse, Ph.D., 
associate professor of physical education, University of Southern 
California; and Augustus T. Miller, Jr., Ph.D., M.D., professor 
of physiology, University of North Carolina School of Medicine. 
Second edition. 8°, cloth, 355 pp., with 49 illustrations and 8 
tables. St. Louis: C. V. Mosby Company, 1953. $4.75. 


In this new edition a book first published in 1948 has been 

revised and brought up to date. Materia! has been added spe- 
cially on fatigue, fitness and training. Lists of references are 
appended to the chapters, and there is a good index. The book 
should be in all medical libraries. 
Physical Examination of the Surgical Patient. By J. Englebert 
Dunphy, M.D., associate clinical professor of surgery, Harvard 
Medical School, surgeon, Peter Bent Brigham Hospital, and 
consultant in surgery, Children’s Medical Center; and Thomas 
W. Botsford, M.D., clinical associate in surgery, Harvard Medi- 
cal School, senior associate in surgery, Peter Bent Brigham Hos- 
pital, and associate in surgery, Children’s Medical Center. 8°, 
cloth, 326 pp., with 188 illustrations. Philadelphia: W. B. 
Saunders Company, 1953. $7.50. 
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NOTICES 
MIDDLESEX WEST DISTRICT MEDICAL SOCIETY 
A meeting of the Middlesex West District Medical Society 
will be held in the nurses’ residence of the Milford Hospital, 
Milford, Massachusetts, on Wednesday, October 7, at 12 noon, 
in conjunction with the fiftieth-anniversary celebration at the 
hospital. 


NATIONAL FOUNDATION FOR INFANTILE PARALYSIS 
POSTDOCTORAL FELLOWSHIPS 


The National Foundation for Infantile Paralysis announces 
the availability of a limited number of additional postdoctoral 
fellowships to candidates whose interests are research and 
teaching in medicine and the related biologic and physical 
sciences. ‘The purpose of these National Foundation fellowships 
is to increase the number of professional workers qualified to 
give leadership in the solution of basic and clinical research 
problems, including those of poliomyelitis and other crippling 
diseases. 

The fellowships cover a period of one to five years. Stipends 
will range from $3600 to $7000 a year, with marital and de- 
pendency status considered in determining individual awards. 
Institutions that accept fellows receive additional compensation 
for expenses incurred in relation to their training programs. 

Eligibility requirements include United States citizenship (or 
the declared intention of citizenship), sound health and the 
degree of M.D., Ph.D., or the equivalent. Selection of candidates 
is made by a fellowship committee composed of leaders in .the 
fields of medical research and professional education. 

Complete information may be obtained from the Division of 
Professional Education, The National Foundation for Infantile 
Paralysis, 120 Broadway, New York 5, New York. 


AMERICAN SOCIETY FOR THE STUDY OF STERILITY 
AWARD 


The American Society for the Study of Sterility announces 
the apening of the 1954 contest for the outstanding contribution 
to the subject of infertility and sterility. The winner will re- 
ceive a cash award of $1000, and the essay will appear on the 
program of the 1954 meeting of the Society. Essays must be 
submitted before March 1, 1954. Further information may be 
obtained from the Secretary, Dr. Herbert H. Thomas, American 
Society for the Study of Sterility, 920 South 19th Street, Birm- 
ingham, Alabama. 


SOCIETY MEETINGS AND CONFERENCES 


; Octoper 4-9. American Academy of Pediatrics. Page 1126, issue of 
une 2). 

Ocroper 5, 7 and 9, 
of September 24, 

Octoser 5-Decemper 7. Postgraduate Seminar in Neurology and Psy- 
chiatry. Page 42%, issue of September 3. 

Octoper 5-Decemper 21. Hartford Medical Society Program. 
260, issue of August 6. 

Octoper 7. Middlesex West District Medical Society. Notice above. 

Ocropger 7~Decemper 2. Course in child psychiatry (pediatric neuro- 
psychiatry). Page 428, issue of September 

Octroper 8, New York Diabetic Association. Page 470, 
September 10. 


Fdward K. Dunham Lectures. Page 546, issue 


Page 


issue of 


12-14. National Gastroenterological Association, Page 260, 
issue of August 6. 
Ocrosgrx 12-14. Medical and Denta! Military Symposium, Page 470, 


issue of September 

Ocroper 12-17. 
170, issue of July 23, 

Octroper 13. New York Society for Circulatory Diseases. 
issue of September 17. 

Ocroper 14. New England Cardiovascular Society. 
of September 24. 

Ocroser 15 and 16. New England Tuberculosis Conference. Hotel Brad- 
ford, Boston, 

Ocroper 15-17. Annual Course in Postgraduate Gastroenterology. 
Page 260, issue of August 6. 

Octospger 16. New England Society of Anesthesiologists. Page 428, issue 
of September 3. 

Ocroper 17-20. Page 1126, 
issue of June 25, 

Ocroser 19-30. New York Academy of Medicine. 
June 11. 

Ocroser 21-23. International Symposium on Virus Infections, Page 
546, issue of September 24, 

Octosgr 23 and 24. Fastern Section of American Trudeau Society. 


Page 124, 


Seventh International Congress of Pediatrics. Page 
Page 506, 


Page 546, issue 


American Association of Blood Banks. 


Page xvii, issue of 


Page 500, issue of September 17 
25-29. 
issue of July 16. 


American Institute of Dental Medicine. 
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Ocroper 28. New England Obstetrical and Gynecological Society. 
- November 2-4. New England Postgraduate Assembly. Hotel Statler, 
oston, 
Novemper 6 and 7. American College of Cardiology. Page 506, issue 
of September 17. 

Novemper 12-14. Annual Convention of the National Society for 
Crippled Children and Adults. Chica 
November 18. assachusetts 

Page 546, issue of September 24. 
Novemser 19 and 20. Inter-Society Cytology Council. Page 170, issue 


of Examining Physicians. 


of July 23. 
. pacnenes 6. American Academy of Dental Medicine. Page 170, issue 
uly 


May 31-June 3. 1954. American Urological Association. Page xvii, 
issue of July 23. 
Serremper 12-15, 1954. Second International Congress of Cardiology. 
“— 44, issue of July 2. 
evremper 16-18, 1954. American Heart Association. 
tific Sessions. Page 44, issue of July 2. 


Annual! Scien- 


District Mepicat Societies 
MIDDLESEX EAST 


November 18. 

January 20. (Combined with the Auxiliary.) 
Marcu 24. 

May 12. Annual Meeting. (Harlow Dinner.) 


MIDDLESEX WEST 
Ocroper 7. Nurses’ Residence, Milford Hospital, Milford. 


CaLenpar or Boston District FoR THE WEEK BEGINNING 
Tuurspay, OctoBer 8 


Tuurspay, Ocroner 8 
*8:30-10:00 a.m, Orthopedic Staff Conference. Boston City Hospital. 
Nit Haan a a.m. Arthritis Grand Rounds. Robert Breck Brigham 
ospital. 
11:00 a.m.-12:00 m. Pediatric Conference. Mount Auburn Hospital, 


Cambridge. 

*11:00 a.m.-12:30 p.m. Hand Clinic (Physical Medicine and Re- 
habilitation Service). Boston City Hospital. 

4:00 p.m. Combined Seminar: Cancer Research Institute. Dr. 
Robert Collin. X-ray Diffraction and Its Application to Bio- 
sapien Problems. Joslin Auditorium. New England Deaconess 

ospita!l. 

5:00 p.m. Case Presentation and Pathological Discussion Followed 
by a Subject of Special Presentation. Joslin Amphitheater, New 
F.ngland Deaconess Hospital. 

*5:00-6:00 p.m, Surgica! Division Meeting. Mount Auburn Hospital, 
Cambridge. 


Frivay, Ocroper 9 


*10:00 a.m. Tuberculosis Surgical Clinic. 
57 East Concord Street. 


South End Health Unit, 


*10.00 a.m.-1:00 p.m, Medical and Surgical Grand Rounds. Drs. 
George W. Thorn and Francis D. Moore. Main Amphitheater, 
Peter Bent Brigham Hospital. 

*10:30-11:15 a.m. Diabetes Lecture. Dr. Elliott P. Joslin. New 


Fneland Deaconess Hospital. 

12:00 m.-1:00 p.m. Clinicopathological Conference (Boston Float- 
ing Hospital). Joseph H. Pratt Diagnostic Hospital. 

“18 Aa Fertility and Endocrine Clinic. Free Hospital for Women, 
Brookline. 

*1:30 p.m. Tumor Clinic. 

*4:00-10:00 p.m. Alcoholism Clinic. 
tonian Hospital, 41 Waltham Street. 

5:00 p.m. Edward K. Dunham Lecture. 
Medical School. 


Saturpay, Octoper 10 
*9:00 a.m. Proctology Clinic. Peter Bent Brigham Hospital. 
*9:00 a.m. Alcoholism Clinic. Peter Bent Brigham Hospital. 
*11:00 a.m.-12:00 m, Blood Clinic. Dr. William Dameshek. Stearns 
Auditorium, New England Center Hospital. 


Mount Auburn Hospital, Cambridge. — 
By appointment. Washing- 


Building D, Harvard 


Monpay, Ocroser 12 
*7:00-9:00 p.m. Anesthesia Teaching Conference. 
torium, New England Center Hospital. 
7:00-9:00 p.m. Combined Anesthesia Resident Training Program. 
end Fund Auditorium, Children’s Medical Center, 35 Binney 
treet. 


Stearns Audi- 


Tuespay, Ocroser 13 


*12:15-1:15 p.m. X-ray Conference. Dr. 
Amphitheater, Peter Bent Brigham Hospital. i 
12:30-1:30 p.m. edical Journal Club. Private Dining Room, 
New Eng!land Deaconess Hospital. 
Surgical! Journal Review. Mount Auburn Hospital, Cam- 
ridge. 


*5:00-6:00 p.m. Service Meeting followed by Clinical Conference 
(Medical, Surgical, Obstetrical). Faulkner Hospital. 
Wepwnespay, Ocroper 14 
*12:00 m. Boston State Hospital Psychiatric Seminar. Reception 
Building Auditorium, 591 Morton Street, Dorchester. ; 
*12:00 m.-1:00 p.m, Clinicopathological Conference. (Children’s 


Medical Center.) Jimmy Fund Building, 35 Binney Street. 
(Notices concluded on page xvii) 
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USE 
EVERYWHERE. 


Steraj ect 


SYRINGE AND CARTRIDGES 


It’s the convenience of the PFIZER unbreakable 
STERAJECT Syringe and the full line of STERAJECT 
single-dose disposable cartridges that make this Pfizer 
innovation a favorite in office, home and hospital 
today. The current formulations of widely used anti- 
bioties include the following ready-for-use cartridges, 


each supplied with a sterile foil-wrapped needle: 


Penicillin G Proeaine Crystalline in Aqueous Suspension 
(300,000 units, 600,000 units and 1,000,000 units) 


Permapen® Aqueous Suspension (600,000 units diben- 


zylethylenediamine dipenicillin G) 


Streptor ei lfate Solution (I Gm.) 


tomycin Suilate Solution dl Gm.) 


PFIZER LABORATORIES 


DIVISION CHAS PFIZER &@CO INC 
BROOKLYN 6.N.¥ 
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ELECTROENCEPHALOGRAPHIC 
LABORATORY, INC. 


270 Commonweattu Ave., Bostow KE 6-8100 


Electroencephalograms 
Electromyograms 


FOR SALE — South Dens, Mass. 
Brand-new 7-room custom-built Colonial. 
Fireplace, cedar closets, 2 baths, brick front, 
patio and 2-car garage. Ideal doctor’s loca- 
tion. $23,000. Address A300, New Eng. 
J. Med. 14-It 


MEDICAL TECHNICIAN, 15 years’ ex- 
perience, desires position with doctor. Vicin- 
ity of Boston. Address A301, New Eng. J. 
Med. 14-It 


MEDICAL SUITES AVAILABLE 
1152 Beacon Street, Brooxiine 


For information call LO 6-8060 
between 9:00 a.m. and 5:00 p.m. 


WANTED by retired woman physician — 
Position as companion or nurse to patient 
going South for winter. Address A302, New 
Eng. Med. 14-3t 


FOR SALE—One Sanborn Instomatic 
Cardiette in good condition. TR 6-0999. 
BS22- 14-3 
WANTED — medical technol- 
ogist (female preferred) at Lawrence Gen- 
eral Hospital to join staff of 7 technicians. 
40-hour week. Call Lawrence 7161, Path- 
ology Department. B323-14-1t 
FRAMINGHAM. GENERAL HOSPI- 
TAL, 228 Concord Street, Framingham, 
Massachusetts, has been issued license to 
include chronic patients. Now open and 
ready to accept these patients. Rates $8 to 
$12 depending on accommodations re- 
quested. 2t 


Established integrated 14-member serv- 
ice Group, 40 miles north of New York 
City, needs additional board qualified or 
eligible PEDIATRICIAN. Complete ré- 
sumé requested prior to personal interview. 
The Mount Kisco Medical Group, Mount 
Kisco, York. B315-12-4t 

NISSEN’S INSTITUTE OF PHYSICAL 
THERAPY, 1126 Boylston Street, Boston, 
KE 6-1030. Cape Cod office, Route 28, 
West Harwich. Telephone Harwich 984. 

B290-3-tf 


LEARY LABORATORY 
43 Bay State Roap 
Boston, MAssacuuseTTs 


Trmotuy Leary, M.D., Director 


| Dependable and Rapid Laboratory 


Service. All Branches 


Containers furnished 


Tel. KE 6-2121 


RESIDENT-STAFF APPOINTMENT 
open in Medical and Surgical Service of 
Worcester State Hospital. Starting salary, 
$5880 yearly. Experience gained on this 
service particularly useful for anyone plan- 
ning to go into general practice. Tempo- 
rary appointments considered. Apply to Dr. 
Bardwell H. Flower, Superintendent, Wor- 
cester State Hospital, Box 57, Worcester 1, 
Massachusetts. B320-13-4t 


FOR SALE in rapidly growing lower 
Cape Cod town—a house with 6 rooms 
and 1% baths. Physician owner plans to 
retire. Corner lot near good schools and 
churches. Excellent location for either full 
or limited general practice. Address A295, 
New Eng. J. Med. 12-4t 


Do you have accounting or 
tax problems? 

Call COpley 7-5050 or write 
FEDERATED ACCOUNTING 
SERVICES, INC. 

661 Boyiston St., Boston, Mass. 


COLONIC IRRIGATIONS, massage, 
diathermy. Beatrice M. Woods, 511 Beacon 
Street, Boston. CO 6-8722. B80-16-tf 


BIND your New England Journal of 


Medicine. Make it a permanent part of 
your library —for easy reference and last- 
ing wear. In full black library buckram, 
only $3.30 per volume, plus shipping 
charges. All other journals and periodicals 
bound also. Inquiries invited. Norden 
Bindery, 2100 West Grand Avenue, Chicago, 
12, Ill. B300-14-tf 


Physicians’ Office FURNITURE. All 
standard lines, new. Used equipment from 
time to time. Convenient terms. Visit 
our showroom close by Veterans Hos- 
pital. Ample parking. T. J. NOONAN 
Co., 408 South Huntington Avenue, Ja- 
maica Plain (Boston 30), Mass. Phone 
JAmaica 2-8700 for literature. Medical, 
hospital, laboratory, sickroom supplies. 

B260-20-tf 


STORROW HOUSE 


FFED AND OPERAT 

MASSACH USETTS GENERAL "HOSPITAL 
For nonpsychiatrie ambulatory and semi-ambula- 
tory patients needing rest or convalescent facilities. 

CHARGES: $7.00 to $10.00 per day 

Transportation for visits to physician's office pro- 
vided. For information, 1 Lincoln 6-0343. or 
Massachusetts General Hospital Admitting Office 
LA 3-8200. 


Two, three or four-room PROFES- 
SIONAL SUITE AVAILABLE first 
floor. Central Commonwealth Avenue lo- 
cation. KE 6-9230. B16-16-tf 


UNITED LIMB & BRACE CO, 
Inc., manufacturers of artificial limbs. 
61 Hanover Street, Boston. CA 7-2183. 

BS517-6-tf 


WANTED —Large group clinic decen- 
tralizing needs general practitioners and 
internists for both central and suburban 
offices. Address Walter M. Loeb, M.D., 
Group Health Cooperative of Puget Sound, 
200 Fifteenth Avenue North, Seattle 2, 
Washington. B317-13-3t 


WANTED — Resident physician. 104- 
bed hospital, carrying two residents. Sti- 
pend, $500 monthly. Memorial Hospital, 
Hollywood, Florida. B318-13-3t 


WANTED — Part-time nurse for after- 
noon work. Telephone CO 7-7272. 
B319-13-4t 


PROTEIN BOUND IODINE 
TOTAL IODINE 


FLAME PHOTOMETRY 


Immediate Service 
BOSTON MEDICAL LABORATORY 
Norséert Benotti — Josern Benotti 
Directors 
19 Bay State Roap, Boston 15, Mass. 
KE 6-0348 and 0533 


WANTED — X-ray technician-nurse. Ex- 
cellent salary. Telephone BL 8-3000. 
B316-12-eow-4t 


OBSTETRICIAN, EENT and _IN- 
TERNIST wanted by 2 colleagues to or- 
ganize group or work together loosely in 
prosperous community north of Boston. 


Address A297, New Eng. J. Med. 12-3t 


CLASSIFIED ADVERTISING 


First insertion, 60c per 8-point line 
(approximately five words to a line); 
second, third and fourth insertions, 55c 
per line for each insertion; 50c per line for 
each insertion thereafter. If replies are 
to be forwarded through this office, send 
1Sc additional for each insertion. Pay- 
able in advance. 


Minimum charge $1.80 
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New Horizons in Antibiotic Therapy 


A N 


BICILLIN is 


Dibenzylethylenediamine Dipenicillin G 


Ww FORM O F 


NOW... Council Accepted 


BICILLIN (dibenzylethylenediamine “\ 
dipenicillin G) is a new penicillin com- 

pound. It possesses characteristics which 
set it apart from older forms of penicillin. 
Unique is BICILLIN’s relative insolubility; 
its tastelessness; its resistance to gastric 

degradation; the apparent ease with which 
patients tolerate it; the stability of its oral forms. 
BICILLIN indeed opens to view new horizons in 
antibiotic therapy . . . new applications of penicillin— 
drug of choice in a wide range of infections. 


available in oral suspension, tablet and injectable forms 


Wyeth Philadelphia 2, Pa, 
® 


fi, 
XV 
™ 
A 


Founded 1879 


RING SANATORIUM 


EIGHT MILES FROM BOSTON 


For the study, care and treatment of emotional, 
mental, personality and habit disorders. 


On a foundation of dynamic psychotherapy all 
other recognized therapies are used as indicated, 


Cottage accommodations meet varied individual 
needs. Limited facilities for the continued care of 
progressive disorders requiring psychiatric, medi- 
cal, or neurological supervision, 


Full resident and associate staff. Consultants 
in all specialties. 
Benjamin Simon, M.D. 
Director 
Cuarces Watre, M.D. 
Assistant Director 

Francis W. 
Executive Secretary 


Arlington Heights 
Massachusetts 


ARlington 5-O081 


WOODSIDE COTTAGES 


Framincuam, Mass. 
A sanitarium specially adapted for nervous 
and convalescent patients who need rest and 
upbuilding in normal surroundings 
No committed mental cases. 


ARTHUR H. WARD, M.D., Medical Director 


GLENSIDE 
JAMAICA PLAIN, BOSTON, MASS. 


A small, attractively located sanitarium for | 
nervous, mild mental or chronic illnesses, 


6 Parley Vale Tel. JA 4-0044 


THE 
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Baldpate. Ine. 


Georgetown, Mass. 
GEO 2131 


Locatep tn THe Hitts or Essex County 
30 miles north of Boston 


personality 
sychoses, alcoholism and drug addiction. 


For the treatment of psychoneuroses, 
disorde rs, p 
Psychotherapy is the basis of treatment; electric 
shock treatments, subcoma and deep coma insulin 
therapy when indicated; sleep treatment for 
withdrawal of narcotics. 

Occupation under a trained therapist, diversions 
and outdoor activities. 


M. SCHLOMER, M.D. 
Medical Director 


G. 


WISWALL 
SANATORIUM 


203 Grove WELLESLEY, Mass. 


For the care of mild mental and nervous 
Small 
grouping allows a homelike atmosphere 
and personal contact. 


patients in country surroundings. 


FE. H. WISWALL, M.D. 
Superintendent 


HALE POWERS, M.D. 
Medical Director 


Tel. WE 5-0261 


DAVID MEMORIAL 
NURSING HOME 
Brookune 46, Mass. 

S. D. COHEN, R.N., Supt. 


Convalescents—Invalid-Elderly 
Special and diabetic diets 


61 Park Street BE 2-3530 


HANOVER HOUSE, INC. 


West Hanover, Massachusetts 


A sanatorium in the South Shore Area within easy 
istance from Boston 


Tel. Rockland 1690— Quincy Office PR 3-6930 


For the diagnosis and treatment of neurological 
diseases, emotional disturbances and personality 
disorders. All modern forms of specialized therapy 
(including electroshock) with emphasis on psycho- 
therapy; treatment of alcoholism and related addic- 
tions on most modern, scientifically approved 
basis. Unusually attractive atmosphere, singularly 
free from ‘‘institutionalization.’ 

Excellent nursing and medical care for limited 
number of chronic patients. 

No committed patients. 

Outpatient treatments for referred cases only. 


Evste S. Nzustapt, M.D., Medical Director 
Rupotrn Neustapt, M.D., Clinical Director 


PERKINS SCHOOL 


Lancaster, Mass. 
Devoted to the scientific understanding and 
education of children of retarded development. 
Five homelike and attractive buildings sur- 
rounded by 85 acres of campus and gardens. 
Frankun H. Perkins, M.D. 


SEX MANUAL 

For Those Married or About To Be 
Seventh Edition. 
rintings, half a million copies. 

ty G. Lombard Kelly, A.B., 


Written for the Layman 
Revised. A medical best seller. 


B.S., Med., M.D., 


Fourteen 


President and 


REFRESHER COURSE 


FOR 


Professor of anata, Medicat College of Georgia. 
Nith a fore ‘te rd b 
Robert B. Greenblatt, B.A., M Professor of Endocrinology 

in the Medical College of a. 

Ethically distributed. Sold only to physicians, medical 
nurses, marriage counselors, sociologists, medical bookstores 
physteian’s This policy strictly adhered to, 

*aper cover, 92 pp. (35,000 words), 12 cuts. Single copy, $1.00; 2 hes 
9 copies, 75c ea.; 10 to a4 copies, 70c ea.; 25 to 49 copies, 6 
50 to 99 copies, 50c ea.; 100 or more, 45c ea. POSTPAID BOOK 

ATE, For first-class mail add 10c per copy; for air mail, 25¢ per 
copy, in U. &., territories and APO. 

at same price scale, ders, same pric 


Mix 
Terms: REMIT’ rANCE WITH ORDE R; “NO. COD’S. 


live folder, 
UTHERN MEDICAL SUPPLY Co. 
P. Augusta, Ga. 


students, 
or on 


Descrip- 


General Practitioners 


The Royal Victoria Hospital will conduct a five and one-half day 
course for general practitioners, from November 23 to 28, inclusive. 
This» course will cover those conditions most commonly encountered 
in general practice with emphasis on practical office procedures used 


in Medicine, Surgery, Obstetrics and Gynaecology and Psychiatry. 
Fee for the course $50.00. Limited to 50 applicants. 


For further particulars, or application, addrezs the 
POST-GRADUATE BOARD, ROYAL VICTORIA HOSPITAL 


687 Pine Avenue West, Montreal 


Washingtonian Hospital 


41-43 WALTHAM STREET, BOSTON, MAss. 
Incorporated 1859 
Conditioned Reflex, Antabuse, Adrenal Cortex, Psycho- 
therapy, Semi-Hospitalization for Rehabilitation of Male 
and Female Alcoholics 
Treatment of Acute Intoxication and Alcoholic Psychoses 
Included 
Clinic and Social-Service Department for 
Male and Female Patients 


Outpatient 


Joseru Tuimann, M.D., Medical Director 
Consultants in Medicine, Surgery and the Other Specialties 
Telephone HA 6-1750 


BosTONn DIAGNOSTIC CLINIC 


Affiliate of the Boston Evening Clinic 


Ambulatory diagnostic service for people of moderate means 
Instituted at the recommendation of the 
recent Greater Boston Community Survey 
HOURS: Tuespay, THURSDAY AND SATURDAY MORNINGS 
BY APPOINTMENT ONLY 
TUESDAY EVENING HOURS AVAILABLE 


Patients accepted on reference of their own physicians, to 
whom completed reports are sent 
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NOTICES (Concluded from page 584) 


*12:30 p.m. Weekly Pathological Meeting. Joslin Auditorium, New 
England Deaconess Hospital. 

12:30-1:30 p.m. Weekly Staff Review st Autopsie William 
A. Meissner. Joslin Auditorium, New England . “Hospital. 

*2:00-3:00 p.m. Pediatric Conference for Practitioners, (Children’s 
Medical (ory Jimmy Fund Building, 35 Binney Street. 

3:00-5:00 p.m. Postgraduate Medical Institute. Boston Course. 
Inter of Cardiac Signs. and Laboratory Tests. 
Dr. Richard Bloomfield and aurence B. Ellis. Jimmy Fund 
Auditorium, Children’s Medios Center, 35 Binney Street. 

*4:00 p.m. Thoracic Conference. Held by Overholt Clinic. 
Hall, New England Deaconess Hospital. 

4:00-S: 30 p.m. Fracture Lecture. Boston City Hospital. 

7:30-9:30 p.m. Lahey Clinic. Differential Diagnosis of Hysteria 
and F pilepey Disturbances of Waking-Sleeping Mechanisms. 
Dr. Walter Tucker and Dr, John Dynes. yp Auditorium. 
New England Deaconess Hospital. 

8:30 p.m, Postgraduate Medical Institute. Remarks of Current 
Interest on Congenital Heart Disease. Dr. Paul Wood. Morse 
Auditorium, Museum of Science, Science Park. 


Harris 


*Open to the medical profession. 


JOHNNY GOES to the HOSPITAL 


by Josephine Abbott Sever 

with the editorial direction of 
Sydney S. Gellis, M.D. 

illustrated by Mary Stevens 


Three-year-old Johnny takes his beloved Brown 
Bear with him when he goes to the hospital for 
an operation. The simple text, authenticated by the 
Children’s Medical Center, Boston, tells the whole 
story, with delightful, brightly colored illustra- 
tions. Notes for parents included. 

ages 3-8 $1.00 paper. $2.00 cloth. 


HOUGHTON MIFFLIN CO. publishers 
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DASCAB 


Dextro-Amphetamine-Sulfate 
$2.50 per 100 cap. 


5 mg. 
Amobarbital NF 


Also available in half-strength 2.5 mg. 
$1.60 per 100 cap. 


BAKER’S CAPSULES = QUALITY with ECONOMY 
DASITOL | 


Dextro-Amphetamine-Sulfate 


Appetite depressant plus 
mild sedative 


$3.75 per 100 cap. 


AM-VI 


Dextro-A mphetamine-Sulfate 
Amobarbital NF 


5 mg. 
32.4 mg. 
32.4 mg. plus 
Vitamins A-By-B2-Be- Bu-C-D 


Calcium Pantothenate-Niacin Amide 
and Folie Acid 


$4.50 per 100 cap. 


Chester A. Baker Laboratories, Inc. 
BOSTON, MASSACHUSETTS 


Warchouse: 295 HUNTINGTON AVE. 


Tel. KEnmore 6-2300 


Office: 543 BOYLSTON ST. 
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bottles; also in bottles of 50 and 250 capsules. 


[== Mead’s Oleum Percomorphum 


adequate protection costs so little 


No child need be denied protection against the threat 
of rickets and vitamin A and D deficiencies. 

Mead’s Oleum Percomorphum is a potent, depend- 
able source of vitamins A and D . . . that can be 
administered at a cost of about a cent a day. 

Specify MEAD’S OLEUM PERCOMORPHUM 
. . . the pioneer product with 18 years of successful 
clinical use. 


Available in 10 cc. and economical 50 cc. 
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